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PROCEEDI NGS

DR. MELMAN: | would like to call the neeting to
order. | would like to rem nd everyone in attendance at this
nmeeting that you are requested to sign in on the attendance
sheet at the doors. | would Iike to note for the record
that the voting nenbers constitute a quorum as required by
21CFR, Part 14.

In addition, Dr. Robert DiLoreto, who was supposed
to be here, could not be here because his plane was cancel ed
because of snow in Detroit. But he is on the tel ephone, on
t he speakerphone, and he is listening to everything you say
and will participate |later on via the tel ephone.

| would |ike every nenber to introduce himor
herself, to designate their specialty, position, title,
institution and status on the panel; that is, either a

voting nenber, a consultant. | wll start on nmy far right,

whi ch woul d be Dr. Bennett.

DR. BENNETT: Al an Bennett. | am Vice President
of Medical Affairs, CR Bard. | ama retired urologist.
DR. JONES: Dr. Ceorge W Jones. | ama retired

urol ogi st also but |I am Chairman of Prostate Cancer for the
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Col | ege of Surgeons, Anerican Cancer Society, on the
international commttee. | am Professor of Urology, still,
at Howar d.

MR, GATLING | amBob Gatling. | aman Associate
Division Director here at FDA

DR. HUNTER. | am Pat Hunter, Cinical Assistant
Professor at the University of Florida and a practicing
urol ogi st.

DR. JETER. | am Katherine Jeter. | amthe
retired Executive Director of the National Association for
Conti nence and | amthe consuner representative.

DR. SADLER: | am John Sadler. | ama
nephrol ogi st fromBaltinore. | amon the faculty at the
Uni versity of Maryl and.

DR. MELMAN: | am Arnold Melman. | am Professor
and Chairman of Urology at Al bert Einstein College of
Medi ci ne, a wor ki ng urol ogi st.

M5. CORNELIUS: Good norning. | am Mary
Cornel i us, Executive Secretary of the Gastroenterol ogy and
Ur ol ogy Devi ces Advi sory Panel .

Before |I begin, | would |ike to read a statenent
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concerning the appointnment to tenporary voting status.

Pursuant to the authority granted under the
Medi cal Advi se Advisory Committee Charter dated Cctober 27,
1990, as anmended April 20, 1995, Dr. Robert D Loreto, Dr.
Patrick Hunter, Dr. John Sadl er have been appointed as
voting nmenbers by Dr. Bruce Burlington, Director for the
Center for Devices and Radi ol ogical Health for the January
16, 1997 neeting of the Gastroenterol ogy and Urol ogy Devices
Panel .

For the record, these people are special
government enpl oyees and are consultants to this panel under
t he Medi cal Devices Advisory Conmttee. They have under gone
customary conflict of interest review and they have revi ewed
the material to be considered at this neeting.

The FDA i s concerned about conflict of interest.
The foll ow ng announcenent addresses the conflict of
interest issues associated with this neeting and i s nade
part of the record to preclude even the appearance of
i npropriety.

To determine if any conflict existed, the Agency

reviewed the submtted agenda and all financial interests
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reported by the conmttee participants. The conflict of
interest statutes prohibit special governnent enployees from
participating in matters that could affect their or their
enpl oyer's financial interest. However, the Agency has
determ ned that participation of certain nenbers and
consul tants, the need for whose services outweighs the
potential conflict of interest involved, is in the best
i nterest of the governnent.

Ful | wai vers have been granted to Dr. Leonard
Vertuno, who could not nake it today, Dr. Katherine Jeter
Dr. Robert DiLoreto and Dr. Patrick Hunter for their
financial interests in firnms that could potentially be
affected by the conmmttee's deliberations.

Copi es of these waivers may be obtained fromthe
Agency's Freedom of Information O fice, Room 12A-15, of the
Par kl awn Bui | di ng.

W would also like to note for the record that the
Agency took into consideration other matters regarding Dr.
Arnold Melman and Dr. Hunter. Both Dr. Melman and Dr.
Hunter reported involvenent with firns at issue on matters

not related to the PVA suppl enent being di scussed today.
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Therefore, the Agency has determ ned that both individuals
may participate fully in the panel's deliberations.

In the event that discussions involve any other
products or firns not already on the agenda for which the
FDA participant has a financial interest, the participants
shoul d excl ude thensel ves from such invol venent and their
exclusion shall be noted for the record.

Wth respect to all other participants, we ask, in
the interest of fairness, that all persons neking statenents
or presentations disclose any current or previous financial
i nvol venent with any firm whose products they may wi sh to
comment upon.

| f anyone has anything to di scuss concerning these
matters, please advise ne now and we can | eave the roomto
di scuss them

FDA al so has a conflict of interest policy
regardi ng persons maki ng public statenents at advisory panel
meetings. Dr. Melman will ask all persons meking statenents
ei ther during the open public neeting or during the open
commttee neeting discussion portions of the neeting to

state their nane, professional affiliation and discl ose
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whet her they have any financial interest in any nedi cal
devi ce conpany.

The followng is a definition of financial
interest in the sponsor conpany. First, conpensation for
time and services of clinical investigators, their
assi stants and staff, in conducting the studies and
appearing at the panel on behalf of the application; second,
a direct stake in the product under review, such as an
i nventor of the product, a patent hol der or owner of shares
of stock; and, third, owner or part owner of the conpany.

No statement, of course, is required fromenpl oyees of the
comnpany.

FDA seeks communication with industry and the
clinical comunity in a nunber of different ways. First,
FDA wel cones and encourages preneetings with sponsors prior
to all IDE and PMA subm ssions. This affords the sponsor an
opportunity to discuss issues that could inpact the review
process. Second, the FDA communi cates through the use of
gui dance docunents.

Toward this end, FDA devel ops two types of

gui dance docunents for manufacturers to foll ow when
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subm tting a premarket application. One type is sinply a
summary of the information that has historically been
requested on devices that are well understood in order to
determ ne substantial equival ence.

The second type of guidance is one that devel ops
as we | earn about new technol ogy. FDA wel cones and
encour ages the panel and industry to provide comrents
concerni ng our gui dance docunents. A copy of the revisions
to the draft guidance on penile rigidity inplants and a |i st
of all GU panel guidance docunents that can be obtai ned
t hrough DSMA are avail able at the door.

Finally, | would like to rem nd you that the
tentati ve dates of the panel neetings schedul ed for 1997
are: May 1 and 2, August 6 and 7, Novenber 6 and 7.

Open Public Hearing

DR. MELMAN. We will now proceed with the open
public hearing session of the nmeeting schedul ed for one
hour. | would like to ask at this time that all persons
addressing the panel cone forward to the m crophone and
speak clearly as the transcriptionist is dependent upon this

means of providing an accurate transcription of the
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proceedi ngs of the neeting.

Bef ore maki ng your presentation to the panel,
state your nanme and affiliation and the nature of your
financial interest in the conpany. Let nme quickly rem nd
you that you that the definition of financial interest in
t he sponsor conpany nay include: conpensation for tinme and
services of clinical investigators, their assistants and
staff, in conducting the study and in appearing at the panel
nmeeti ng on behalf of the applicant; direct stake in the
product under review-for exanple, an inventor of the
product, patent hol der, owner of shares of stock, et cetera;
an owner or part owner of a conpany. No statement is
necessary from enpl oyees of that conpany.

Anyone in the audi ence wi shing to address the
audi ence, would you pl ease raise your hand and you may have
an opportunity to speak.

Open Conmi ttee Di scussion

DR. MELMAN: Since there are no requests noted, we
wi Il now proceed to the open conmttee discussion. | would
like to rem nd public observers that this portion of the

meeting is open to public observation. Public attendees may
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not partici pate except at the specific request of the panel.

W will begin the open commttee discussion with
an information update fromthe FDA. The first speaker is
Dr. John Baxl ey.

FDA Presentation
Update on PMAs: Liposorber LA-15 System
Li poprotein Precipitation, (H E L.P.) System

MR. BAXLEY: Good norning.

[Slide.]

| am John Baxl ey, a nedical engi neer and
scientific reviewer in FDA' s Urology and Lithotripsy Devices
Branch. The purpose of ny presentation this norning is to
update the panel on FDA s gui dance for the content of
premar ket notifications or 510(k) subm ssions for penile
rigidity inplants.

This group of devices refers to the various types
of non-inflatable penile inplants that are on the market
such as nal | eabl e or hi nged prostheses.

[Slide.]

First, let nme provide a brief history regarding

t he Agency's regul ation of these devices. Penile rigidity
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inplants are pre-Anendnents or pre-1976 devices and were
classified by FDA in 1983 into Cass IIl. As a result,
t hese devi ces have been revi ewed under the 510(k) process
where cl earance is based on a denonstration of substanti al
equi val ence to an existing device.

I n August of 1995, FDA published in the Federal
Regi ster a |list of pre-Amendnents Class |1l devices which we
bel i eve are good candi dates for reclassification into C ass
1. Penile rigidity inplants were included on that |ist.

As specified in the statute, reclassification to
Class Il requires the identification of special controls
whi ch are device-specific requirenents intended to mnimze
the risks of the device. Qur intent is that this guidance
docunent contains all the special controls necessary to
insure that risks of penile rigidity inplants are
sufficiently reduced.

Thi s gui dance docunent was originally prepared in
May, 1995. The content of this docunent was primarily based
on the types of information routinely requested and past
510(k)s for penile rigidity inplants. At the sane tine,

however, we also tried to anticipate the future speci al
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controls that woul d be necessary in the event that we
proceed with reclassification.

[Slide.]

Thi s past Decenber, we revised the guidance
docunent based on our review of industry 515(i) subm ssions
of safety and effectiveness data. Manufacturers of penile
rigidity inplants submtted these docunents as part of a
process to assist FDA in reclassifying these devices.

These industry subm ssions identified several
addi tional special controls for penile rigidity inplants
whi ch we believe should be incorporated into our guidance
docunent. These additional itens generally involve
additions to our recommendations for physician and patient
| abeling with the content of the other sections renaining
t he sane.

In addition to these additional |abeling
recommendati ons, we also took the opportunity to update the
gui dance docunent where needed such as referencing the
proposal to downclassify the devices to Cass Il and
updating several citations to other FDA docunents.

[Slide.]
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Li sted on the overhead are the general sections of
t he gui dance docunent. First, we request that manufacturers
provi de a description of the device's design and intended
use. Next is a section outlining the recommendations for
bi oconpatability testing which are consistent with the ODE
Bl ue Book regarding the use of the |ISO standard.

Third is to evaluate the tendency of a device to
mechanically fail. The gui dance docunent includes a section
on the recommended nechanical reliability test for new
penile-rigidity inplants. As summarized in the docunent,
these tests include fatigue testing, rigidity, positioning
and conceal ability testing, buckling testing and joint
strength testing.

[Slide.]

For novel device designs, we recomend that the
manuf acturers submt the results of clinical testing to
verify device equivalence. Cdinical testing is not
requested for routine 510(k)s or existing device designs.

Rat her, such information would only be requested for those
devices that are significantly different in design,

mat eri als, control method, operating principle or intended
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use.

For these innovative devices, the guidance
docunent recommends a six-nonth study to assess short-term
safety and effectiveness outcones for conparison to an
exi sting device.

Next, the sterilization information recomended in
t he gui dance docunent is simlar to what is typically
required for any sterile device such as a description of the
sterilization process and validation mnethod.

Lastly, the guidance docunent nakes general and
speci fic recommendati ons regardi ng the content of both
physi cian and patient |abeling. This is a mgjor part of the
docunent which we believe is essential for reducing many of
t he device's risks.

[Slide.]

Let me briefly present the kinds of |abeling
information that the gui dance docunent recommends begi nni ng
wi th the physician | abeling. The guidance docunent
recommends including instructions to give prospective
patients the patient |abeling prior to surgery, a

description of all device risks including factors or
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practices that may increase the incidence of each risk so
patients are aware of the types of conplications that can
occur, and instructions for the physician to counsel
patients on the healing process so patients can better
differenti ate between routine synptons and t hose which
requi re nmedical attention.

[Slide.]

We al so recommend that the physician | abeling
state that penile rigidity inplants are subject to wear and
therefore should not be considered lifetine inplants so
patients realize prior to device inplantation that there is
a possibility of inplant failure and reoperation and to
i nclude instructions regarding inplant handling, patient
preparation, surgical technique and post-operative care.

These physician instructions provide guidance on
how to minim ze the incidence of intraoperative
conplications such as the use of sterile technique and
patient preparation to reduce the risk of infection, careful
surgical technique to mnimze the risks of erosion,

m gration and extrusion, and proper inplant handling to

reduce the chance of damagi ng the device.
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[Slide.]

Regardi ng the patient |abeling, the guidance
docunent recommends that manufacturers include a description
of all device risks including factors or practices that my
i ncrease the incidence of each risk, information on how
these risks can be identified and treated, to help patients
know when to seek nedical attention, and information
regardi ng the expected outcones of device inplantation to
give themrealistic expectations such as inplantation may
result in penile shortening, curvature, scarring, reduced
conceal ability, or damage or destruction of any | atent
erectile capability.

[Slide.]

Al so, we believe that the patient |abeling should
i nclude a statenent that these devices are subject to wear
and shoul d not be considered lifetinme inplants consistent
wi th the physician | abeling, a brief description of the
avai l abl e alternative therapies for erectile dysfunction,
and instructions on howto care for and use the device
during and after the post-operative healing period to reduce

the possibility of adverse events such as infection,
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erosi on, or nechanical mal function.

[Slide.]

What | have di scussed is our proposed version of
FDA's penile rigidity inplant guidance docunment. Although
t he Agency's consideration of the reclassification of these
devi ces i s ongoing, we hope that this gui dance docunent
contains those necessary special controls for mnimzing
devi ce ri sks.

We invite comments regarding this docunent which
can be sent to the Urology and Lithotripsy Devices Branch at
the address listed here. W request that coments be
submtted by March 15, 1997. Any comments received after
this deadline will still be considered by FDA but held until
future revisions of the guidance docunent.

Furthernmore, we will soon be sending this draft
gui dance docunent to all manufacturers of penile rigidity
inplants for their conmments.

| thank you for your attention and | will be happy
to try to answer any questions that you may have regardi ng
nmy presentation.

If there are no questions, | would like to
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i ntroduce the next presenter, Linda Dart, who will help
provi de an update on the PMAs for the Liposorber LA-15 and
(H. E.L.P.) systens.

Update on PMAs: Li posorber LA-15 System

Li poprotein Precipitation (H E.L.P.) System

M5. DART: Good norning. | would like to update
you on the PMAs for the two extracorporeal device systens we
have had for renoving LDL-chol esterol

At the Gastroenterol ogy Panel neeting held on
April 21, 1995, a recommendati on of approval with conditions
was made for both Kaneka Anerica's Liposorber LA-15 System
and B. Braun Medical's Help System W are pleased to
announce that final approval for marketing of the Liposorber
LA- 15 System was granted on February 21, 1996.

We are continuing to work with Braun to resol ve
sonme conplicated |abeling i ssues concerning the HE L.P
system whi ch need to be resolved before we can issue a final
approval for that device.

Are there any questions? |If not, | think Don St.
Pierre is going to cone back and tal k about sone of their

PMA updat es.
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Update on PMAs: Prostatron, UroLune, Reliance

MR. ST. PIERRE: Good norning. M nane is Donald
St. Pierre. | amthe Branch Chief of the WUol ogy and
Lithotri psy Devices Branch. Now that Linda has presented an
update on the panel's activities related to the
Gastroenterol ogy and Renal Devices Branch, | would like to
present a quick overview of |last year's panel activities for
whi ch ny branch was responsi bl e.

Al t hough only one panel neeting was held | ast
year, three approvals were granted. Two of these approvals
resulted from panel neetings held the previous year. The
first approval for 1996 was for the Prostatron M crowave
Thermal Therapy Systemfor the treatnent of synptomatic
beni gn prostatic hyperplasia in nmen with prostatic |engths
of 35 to 50 mllinmeters. The panel neeting was held on
Cct ober 20, 1995 and the PMA was approved on May 3, 1996.

The second approval was for the UroLune
Endourethral Prosthesis for use in nen to relieve the
urinary obstructions secondary to recurrent benign bul bar
urethral strictures less than 3 centineters in length

| ocated distal to the external sphincter and proximal to the
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bul bar scrotal junction. The panel neeting was held on
January 20, 1995 and the PMA was approved on May 6, 1996.

The third approval was for the Reliance Winary
Control Insert and Sizing Device for the managenent of
stress urinary incontinence in adult wonmen. The panel
nmeeting was held on July 25, 1996 and the PMA was approved
on August 16, 1996.

Thank you for your attention. | will now turn the
nmeeting back over to Dr. Mel man.

Panel Di scussion: P920023/S1

DR. MELMAN. W& will now proceed with the review
and di scussion of the Anerican Medical Systens
Endoprosthesis which is a premarket application for a
sterile, inplantable nmetallic nesh stent intended to relieve
prostatic obstruction secondary to benign prostatic
hyper pl asi a, P920023/ Suppl enent 1.

The first speaker is Dr. Lawence Cetlin, Vice
President, Anmerican Medical Systens. Once again, | would
like to remnd you, if you are not an enpl oyee of the
conpany, to state your financial interest in this product.

I ntroductory Comments and Introductions

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666



at

MR. GETLIN. Good norning.

[Slide.]

My nanme is Lawence Cetlin. | amthe Vice
President of Regulatory Medical Affairs and Quality Systens
for Anmerican Medical Systens. Today, we are pleased to
present information on the UroLunme Endoprosthesis for
patients suffering fromprostatic obstruction due to benign
prostatic hyperpl asi a.

[Slide.]

To begin our presentation this norning, Dr. Joseph
Cesterling wll present a brief overview of the use of the
UroLune device. He will then provide an overview of the
clinical study design and results.

[Slide.]

Dr. Qesterling is currently Professor and
Urologist-in-Chief at the University of Mchigan and he is
also the Director of the Mchigan Prostate Institute.
Followng Dr. QCesterling' s presentation, | wll introduce
i ndi vi dual s avail able today to answer questions fromthe
panel .

At this time, it is ny pleasure to introduce Dr.
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Joseph Qesterling.
Devi ce Description/Design and Cinical Study Results

DR. OESTERLI NG Thank you very much, M. GCetlin,
menbers of the FDA, nenbers of the FDA Advi sory Panel and
di stingui shed guests. First, | would like to comment that |
have no financial interest in Anerican Mdical Systens other
than the fact that | have been conpensated for ny tinme and
preparation for this neeting and for ny tinme here today.

[Slide.]

Having said that, | would |ike to begin at this
time and give a brief overviewwth regard to the UroLune
Endoprosthesis as well as for it being an effective
long-termtreatnent for the managenent of synptomatic benign
prostatic hyperpl asi a.

[Slides.]

As you can see here, on the slide here on the
right, it is a device that is placed in the prostatic
urethra in order to maintain patency of the prostatic
urethra fromthe bl adder neck to the verunontanum

[ Slides.]

Fol  owi ng ny description of the UroLune
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Endopr ost hesi s and Depl oynent Tool, we will then have a
brief overview of the results of the clinical trials that
have been conducted here in North Anerica.

[ SIides.]

Wth regard to this device, it is also shown here
on this slide on the left, and it consists of a woven,
mul tifilament tubular nesh that consists of a non-magnetic
i nert bioconpatable material. The chem cal conposition of
this alloy is shown on this slide on the right. It contains
cobalt, chrom um nickel, nolybdenum manganese and very
trace anmounts of iron

Therefore, these patients can undergo ul trasounds,
CAT scans and MRIs of their pelvis and prostatic area with

one of these devices in the prostatic urethra.

[Slide.]
This device is flexible. It is geonetrically
stable. 1t is self-expanding and it provides significant

outward radial force to hold back the |ateral |obes of the
prostate gland and mai ntain patency of the prostatic
urethra.

[ Slides.]
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It is available in three lengths, a 2 centineter
length, 2.5 centineters, and a 3 centineter device is al so
avai l able. The internal dianmeter of this device is
42EFrench or 14 millineters, or 1.4 centineters.

In the photograph on the right, we can see that it

has a very large |lunen al nost equal to the size of one index

finger.

[ SIides.]

Thi s device cones | oaded on a depl oynent tool from
the manufacturer. 1In the slide on the right, we have a
phot ograph of the deploynent tool. This essentially

consists of two concentric stainless-steel tubes with the
outer diameter being 21 French, very simlar to a routine
cystoscope. As stated earlier, the stent is |located at the
di stal end.

[Slide.]

Here is a cl oseup phot ograph of that device in its
conpressed form It functions nuch |ike a Chinese finger.
When the dianmeter is small, it wll elongate and then, as
t he di ameter increases, the device wll shorten.

[ Slides.]
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Here is a proximal end view of the depl oynent tool
where we see a lunen in the center of the device through
whi ch a standard urol ogi c tel escope can be pl aced that
allows the device to be placed in the prostatic urethra
under direct vision.

There is also an irrigation port here that allows
for fluid to flow through the device at the tine of
depl oynent, again allowing for nore precise visualization
and proper placenent in the prostatic urethra.

[ SIides.]

Here is a side view of the proximal end of the
depl oynent tool and we see the finger-grip system |f one
depresses this safety latch right here and brings the two
finger grips together, this noves the outer sheath toward
t he proximal end of the device while the inner tube remains
stationary. As this occurs, the stent becones exposed at
the distal end of the deploynent tool.

This situation is shown in these two slides. The
safety latch here has been depressed and the two finger
gri ps have been brought together. This exposes the stent at

the distal end of the deploynent tool. As it becones
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exposed, it wll automatically expand as denonstr at ed.

Now, if one depresses the second safety |atch,
here, and brings the two finger grips conpletely together,
the stent becones conpletely exposed and will rel ease
automatically fromthe distal end of the depl oynent tool

[ SIides.]

This is shown in these two photographs here.

[Slide.]

So, in conclusion, with regard to the device and
the deploynent tool, | think it is accurate to say that the
device is inert and bioconpatable and when utilizing this
speci al ly desi gned depl oynent tool, one can place this
device in the prostatic urethra under direct vision in a
saf e manner

[ Slides.]

Now, | would |ike to nove on and tal k about the
North Anmerican UroLune study group and the clinical trials
that resulted fromthis endeavor

The US | DE approval was granted in April of 1990
and the first patient was placed in the clinical trial that

sane nonth. A second random zed clinical trial was
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initiated in Septenber of 1991 with the first patient being
enrolled in Cctober of that sanme year

[ SIides.]

Wth regard to the open-|abel study, there were 13
participating institutions and with regard to the random zed
study, there were eight institutions participating. There
were a total of 126 patients in the open-|abel study and 36
patients in the random zed study with 20 patients receiving
t he UroLunme Endoprosthesis and 16 patients undergoing to
gol d-standard procedure, TURP

[Slide.]

The objectives of these investigations were
essentially fourfold.

[ Slides.]

Nunmber one was to denonstrate that the UroLune
Endoprosthesis can be inserted in a correct manner
endoscopically in the prostatic urethra wthout adverse
sequel ae. Nunber two was to denonstrate that the UroLune
Endoprosthesis can effectively hold open the prostatic
urethra that was previously closed due to benign prostatic
hyper pl asi a.
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The third was to denonstrate that the U oLune
Endopr ost hesi s does, indeed, becone covered with urothelium
and that this epithelialization process can occur w thout
adverse events to the prostatic urethra. Fourth was to
denonstrate that antici pated adverse events have an
acceptably | ow i ncidence and when they do occur can be
managed safely w thout |ong-term sequel ae.

[Slide.]

Wth regard to the patient popul ati on and study
design, | would |ike to nmake these comments.

[ SIides.]

The inclusion criteria were that nmen 45 years of
age or older could be included if they were diagnosed with
prostatic obstruction secondary to an enl arged prostate
gl and requiring nedical intervention. The prostatic urethra
had to be 2.5Ecentineters or greater in length. There could
be no urinary-tract infection and the patient could not have
under gone any previous surgery such as a TURP or a TU P for
beni gn hyperstatic hyperplasia and the patient could not be
recei ving any nedication for this condition such as

Fi nasteride, terazosin or doxazosin.
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Al so, there could be no known evi dence of prostate
cancer in the prostate gl and.

[ SIides.]

The patients all underwent a very rigorous
eval uation consisting of a serum PSA determ nation, a urine
culture. Al patients conpleted the Madson-I|verson Synptom
Questionnaire to develop a score fromthat questionnaire.
Patients underwent a peak urinary flow rate determ nation.

A post-void residual urine volune determ nation was al so
obt ai ned.

Patients al so underwent a cystoscopy to eval uate
the prostatic urethra as well as the bladder. They
conpl eted a questionnaire with regard to sexual function and
t hey conpl eted another questionnaire with regard to urethral
pai n and perineal disconfort.

[ Slides.]

The pre-insertion summary of these patients would
be as follows. In the slide on the left, we have
information relating to those that were not in retention,

t he open-1|abel study, and over here we have those that were

in retention also involved in the open-Iabel investigation.
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There were 95 non-retention patients and 31 retention
patients.

The nmean age of the non-retention patients was 68
years whereas the nean age of those in retention was 76
years. The nean prostatic |length of those non-retention
patients was 2.9 centineters and the nean prostatic |ength
of those in retention also was 2.9 centineters.

[ Slides.]

Wth regard to urinary-tract infection data and
nmedi an-| obe invol venent, the data on these two slides,
17Epercent of the non-retention patients had a history of
urinary-tract infection whereas 17 percent of the retention
patients also had a history of urinary-tract infections. 20
percent of the non-retention patients had sone degree of
medi an | obe present and 13 percent of those in urinary
retention did.

So, with this information, we have described the
patients participating in the open-Ilabel investigation.

[ Slides.]

Wth regard to inserting this device in the

prostatic urethra, I would like to nmake the foll ow ng
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comments. Nunber one, using the deploynent tool that we
have just described, we can place this device in the
prostatic urethra under direct vision. Proper placenent
woul d not consist of placing the device up to the bl adder
neck, but this end of the bl adder neck should not extend up
into the bl adder because if the end of this device extends
into the bladder, there is the risk that it may not becone
conpletely covered with urothelium

Al so, this device should not extend over the
ver unont anum because covering the verunontanum may result in
sone disconfort wth subsequent ejacul ation after the device
has been placed in the prostatic urethra.

Agai n, using the device, as has been denonstrated
here, the stent can be placed in the prostatic urethra under
direct vision in a precise way.

Over here, on the slide on the right, we have a
radi ograph of this device in the prostatic urethra after it
has been placed denonstrating that it |lies beneath the pubic
synthesis in the mdline.

[ Slides.]

Also with regard to placenent of the device in the
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prostatic urethra, it can be placed with a variety of

different anesthetics, all the way from general anesthesia

to xylocaine jelly only. It is really with regard to this

investigation, it was up to the investigator as to which

anesthetic he preferred.

But, clearly, this device can be placed in the

prostatic urethra without the need for regional anesthesia

or general anesthesia. Xylocaine jelly alone can be used

and/ or oral

sedation or |V sedation and, perhaps, a

prosthetic block as well.

[ SIides.]

Wth regard to the use of a suprapubic tube, this

tube is indi

cated in sonme patients. If we |ook at the

non-retention patients, we see nore than half of themdid

not require
appr oxi mat el
suprapubic t

suprapubic t

a suprapubic tube after placenent but
y 48 percent did. For those who did require a
ube after placenent of the device, nost of the

ubes could be renoved within several days after

t he procedure.

The reason for using a suprapubic tube is so that

one does not

have to place a Fol ey catheter or another type
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of urethral catheter through the stented area and risk the
possibility of dislodgenent or migration of the device.

W see simlar data over here with regard to our
retention patients where many patients did not require a
suprapubi ¢ tube but, on the other hand, many patients did.

[ SIides.]

Wth regard to results, we followed our patients
in meticul ous ways starting at one nonth after placenent of
the device, then at three nonths, six nonths and one year.
Then we have long-term data on sonme patients going all the
way out to four years.

But, during this four-year period, patients did
conme back on an annual basis after one year's tine.

[Slide.]

Wth regard to efficacy, | would like to start
first with our total synptom score data.

[ Slides.]

Again, here, in these two slides, we have data
that relates to the non-retention patients. In the slide on
the left, we have the data that goes out to 12Enonths.

Then, in the slide on the right, we have the data that goes
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out to four years.

The magenta color refers to the pre-insertion data
for those patients available for follow up at each of the
time intervals, and the blue bar refers to the data at the
time of follow up whether it is one nonth, three nonths, six
mont hs, 12Emonths, two years, three years or four years.

| think what we can see for each period of follow
up is that there has been a significant decrease in the
total synptom score. On average, it appears that the
decrease has been about eight points and this decrease is
statistically significant wth the p value being | ess than
0.001 for all followup tinme periods.

| also want to nention that these are matched data
such that where we have 97 patients available for follow up
at three nonths, we are conparing the followup data here
with the data on those sanme patients prior to insertion of
t he devi ce.

[Slide.]

Here are the data with regard to the retention
patients and, again, we have no pre-insertion data avail able

with regard to total synptom score as these nen were in
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urinary retention. Afterwards, we end up with total synptom
scores very simlar to what we had for the non-retention
group in the range of 6 to 7, and it appears to be stable
starting already and one nonth and nmai ntained out to three
years of follow up.

[ SIides.]

We have broken our total synptom score down into
obstructive scores and irritative scores. On these two
slides, we have the data fromthe obstruction information as
it relates to the non-retention patients.

Again, we see that there has been a significant
decrease in the obstructive synptom score starting already
at one nonth and being maintained all the way out to four
years follow up for those patients who are avail able for
eval uation at that tine. Thi s decrease--and, again, it
applies to matched data here--is statistically significant
with a p value being I ess than 0.001.

[ Slides.]

Here are the obstructive synptom score data with
regard to our retention patients. Again, we see a decrease

pretty nuch as to what we had observed for the non-retention
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patients. It appears that the decrease in synptomscore is
observed already at one nonth follow up and then is
mai nt ai ned over |long-termfollow up.

[ SIides.]

Here are the data with regard to the irritative
synptom score. W do see sonewhat of a decrease in the
irritative synptom score noted already at one nonth and then
mai nt ai ned over long-termfollow up. But the decrease is
clearly not what was observed with the obstructive synptom
score.

For my owmn m nd, as a practicing urol ogi st,
patients who have a lot of irritative warning synptons
maki ng up their synptom conplex, | would think, would not be
an ideal candidate for this device sinply because there is
not major inprovenment in the irritative synptom score when
it is broken out and separated fromthe obstructive
conponent of the total score.

[ Slides.]

When we | ook at our irritative synptom score data
with regard to our retention patients, again, we see simlar

information as to what we had from our non-retention
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patients. There has been a decrease down to around two to
three points on the synptomscale and it is naintained over
| ong-term foll ow up.

[ SIides.]

Now, | would like to nove on and di scuss our data
with regard to the peak urinary flow rate information.
These two slides, again, relate to the non-retention
patients that participated in both the random zed and the
open-1| abel studies. Again, the data are matched.

VWhat we can see already at one nonth follow up is
that there is a statistically significant increase in the
peak flow rate on the range of about 4 to 5 to 6 ms per
second and that increase appears to be maintained all the
way up to four years for those patients available for
fol |l owup eval uation

This increase is statistically significant with a
pEval ue of |ess than 0.001 val ue.

[ Slides.]

Here are the data with regard to the retention
patients participating in the open-label study. Again, we

see an inprovenent in the peak flowrate to a range of 11 to
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14 mMs per second, very simlar to what we had observed with
the non-retention patients.

Agai n, renenber that these patients were in
conplete retention prior to this device being placed in
their prostatic urethra and then, starting at one nonth
foll ow up, they have been able to achieve peak urinary flow
rates ranging from 1l to 14Em s per second.

[ Slides.]

Here are the data with regard to the post-void
residual urine volunme, again starting out with the
non-retention patients. W, again, see that there has been
a statistically significant decrease in the post-void
residual urine volume with placenent of this device in the
prostatic urethra, and this decrease has been nai ntained
over |long-termfollow up.

The decrease, as observed, is statistically
significant.

[ Slides.]

Here are the data with regard to our retention
patients. Again, we see a decrease down into the range of

around 40 to 60 ns and it is maintained over |ong-term
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follow up for those patients available for return.

[Slide.]

Now | would like to discuss the safety issues
related to this device being placed in the prostatic
urethra.

[ SIides.]

| will begin first with our prosthesis tissue
coverage. This device is place in the prostatic urethra and
then it is over the next several nonths that urothelium
grows through the interstices of the device and eventually,
by six to 12 nonths, the device becones covered with the
urot hel i um

What we can see is that, at three nonths after
pl acenent of the device, 67 percent of the patients had 90
to 100Epercent coverage of the stent. This increases to
87Epercent at six months follow up and to 90 percent at 12
nont hs fol | ow up.

If we go all the way out to four years, you see
about 94 percent have 90 percent coverage or greater. It is
not 100Epercent and the reason for that is that, early on in

t he open-1abel study, we were placing the device into the
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bl adder neck. In sonme of those patients, the device did not
get conpletely covered with urothelium

Based on that early experience, then later on in
t he open-1abel study and in the random zed study, the device
was placed just to the bl adder neck rather than inside it.
Simlar results were achieved and a greater degree of
epithelialization occurred at the bl adder neck in those
subsequently inplanted patients.

[Slide.]

Here is a viewon the left of a stent that has
been in a patient for two years. You can see how t he
urot hel i um has grown through the interstices of the device.
Here is the verunontanum and up here is the bl adder neck.

We have a nice opening naintained through the prostatic
urethra over the length of the stent.

Here is a radiograph al so denonstrating the stent
in the prostatic urethra. You can see that nice patency is
mai ntai ned and this area right here denotes the external
urinary sphincter. So, indeed, for properly positioned
patients, urotheliumw Il grow through the device. Conplete

covering can occur and patency of the prostatic urethra can
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be mai ntained over long term

[Slide.]

Now we cone to the issue of tissue response. Here
we are | ooking at this pseudopol yploid tissue response to
the device in the prostatic urethra. Basically, what this is
is the normal response of the prostatic urethra to this
device located inside it. There is no evidence of atypia in
the tissue that responds to this device in the prostatic
urethra.

The normal architectural pattern of the epithelium
i's mai ntained and, as best as we can tell, it is a purely
beni gn response to this device in the prostatic urethra.
When you | ook across all time periods of follow up--three
mont hs, six nonths, 12 nonths, two years, three years and
four years--we see that the majority of patients either have
no or only mld tissue response to this device in the
prostatic urethra.

| think you can see fromthe previous slide that |
showed you what would be considered a mld response. It
seens that the greatest response, though, is appreciated at

six nmonths to 12 nonths after placenent of the device in the
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prostatic urethra.

[ SIides.]

Here we have a gross photograph of a device in the
prostatic urethra and then a photom crograph of a histol ogy
slide as well on the right. This would be viewed as a mld
response of the prostatic urotheliumto this device in the
urethra. You can see a little bit of the edematous
pol ypl oi d reacti on shown here.

Then if you | ook at it under the m croscope, here
you can see where the wires of the device were and the
ti ssue that has grown between themto cover these wres.
You see no atypia under the mcroscope. W see a norna
architectural pattern to the urotheliumand there is no
evidence here that this is a degenerative process or a
dedifferentiation process that could later on lead to a
mal i gnant situation.

[ Slides.]

These two slides | ook at the issue of positive
urine cultures. we have the data prior to placenent of the
device and then we have the data when the patients return

for follow up ranging fromone nonth all the way out to four
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years. Wat we can see is that there has been no change in
the incidence of positive urine cultures after placenent of
this device in the prostatic urethra.

[ SIides.]

In these two slides, we are | ooking at the issues
of acute urinary retention and hematuria after placenent of
the device in the prostatic urethra. At one nonth, 9
percent of the patients had urinary retention and 10 percent
had sone degree of hematuria. Afterwards, this becane
negligi ble over the extent of follow up going all the way
out to four years.

[ Slides.]

These two slides |ook at the issues of mgration
and encrustation. Wat we can see when we | ook at the data
is that mgration for a properly placed stent in the
prostatic urethra is mniml and does not occur frequently.
It is a rare phenonenon.

Wth regard to encrustati ons, we see m croscopic
encrustations occurring in 11 percent of the patients at 12
nont hs, 14 percent at three years and 29 percent at four

years. Again, this phenonenon relates primarily to the

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666



at

early patients in the open-|abel study where the device was
pl aced i nside the bl adder neck and ends of the device did
not beconme conpletely covered with urothelium

Wth subsequent placenent of the device just to
t he bl adder neck rather than inside it, this no | onger was
an issue.

[ SIides.]

Here we are | ooking at the issue of incontinence.
In the slide on the left, we have the baseline data for our
patients prior to placenent of this device in the prostatic
urethra. We broke the incontinence situation down into four
maj or categories; post-void dribbling, urge incontinence,
stress incontinence and non-resistance, or total
i nconti nence.

VWhat we can see, if we ook at the patients at
four-year follow up, there is really no difference between
those patients and the data at pre-insertion indication that
this device does not cause any untoward effect with regard
to urinary incontinence.

[ Slides.]

Here are the data wth regard to urgency. W
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rated the information according to if you had no urgency,

m | d urgency, noderate or severe. Again, here is the
information prior to placenent of the device and then at

|l ong-termfollow up. Again, what we can see here is that

t here has been no significant change after placenent of the
devi ce.

Here we have about 55 percent of the patients
reporting none to mld urgency prior to the device and we
have simlar data here at two years, three years and
four-year follow up. It would appear that this device does
not cause any nore urgency than was already present prior to
its placenent in the prostatic urethra.

[ Slides.]

This slide | ooks at the issue of urethral perineal
di sconfort. About 20 percent of the patients reported sone
di sconfort prior to placenent of the device in the prostatic
urethra. It went up a bit at one-nonth foll ow up and at
three-nonth follow up, and this is nost likely to due to
this foreign body in the urethra. But by six-nonths follow
up, we were back to baseline and then this was maintained

over |long-termfollow up.
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[ SIides.]

Wth regard to sexual function, as data was
obtained fromthe questionnaire that was given the patient,
we | ooked first at erection type as to whether patients were
getting a full conplete and full erection in their opinion,
a partial erection or no erections at all.

Here in the first colum, we have the data prior
to placenent of the stent in the prostatic urethra and then
we have the follow up all the way out to four years. Again,
| think what we can clearly see from| ooking at these two
slides is that this device has no effect on erections in
i ndi viduals who are getting full erections or parti al
erections prior to placenent in the prostatic urethra.

[Slides.]

We al so | ooked at the issue of pain with erection.
Prior to placenent of the stent, 91 percent of the patients
had no pain whatsoever and it woul d appear that we have
simlar nunbers here on long-termfollow up as well. At two
years, 93Epercent had no pain, 93 percent, also at three
years follow up, and 96 percent at four years follow up with

23 patients available for evaluation.
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So, again, | do not think this device has any
effect wwth regard to disconfort with erection.

[ SIides.]

Lastly, we | ooked at the issue of ejaculation.
89Epercent of the patients, where data were available, said
that they ejaculated prior to the stent being placed in the
prostatic urethra. |If we then |ook at three, six, and
one-year follow up, there was a slight decline but, in
general, not a major decline. If we |ook at our long-term
foll ow up, again nore than 80 percent of the patients
reported ejacul ati on.

Sonme of these patients did report retrograde
ejacul ation due to this device being placed in the urethra
and sone of the senmen would go back into the bl adder rather
than com ng out the urethra. But, in general, nost patients
still reported antegrade ejacul ation after this device was
pl aced in the prostatic urethra.

[ Slides.]

Wth regard to renoval of the device, 23 devices
have been renoved for an explantation rate of 16 percent.

As shown in these two slides, there are a variety of reasons
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as to why stents were renoved. Five stents were renoved
because of mgration issues. Five stents were renoved
because of persistent irritative synptons. Four stents were
renmoved because of the ingrowh of the urotheliuminside the
prost hesi s.

Four stents were renoved because of incrustation
at the bl adder neck. Two stents were renoved because the
prostate had el ongated and there was significant growth
beyond the stent, either proximally or distally. One stent
was renoved because of inproper placenent, one because of
i nconti nence and one because of prostate cancer.

Not all of these renovals, you would say, are
directly related to the stent such as, for instance, the
prost ate-cancer patient. But, neverthel ess, we reported
them as reasons why the device was renoved.

[Slide.]

Thi s device can be renoved urethraly,
endoscopically, without the need for an open procedure.

Here is a photograph of a stent that was renoved
endoscopically in one of these patients. Wat one sinply

does is you go up the urethra with a resectoscope, and you
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resect off the overlying urotheliumthat has grown through
the interstices of the device, get down to the stent.

Then you grasp the stent with a grasping force of
about a half a centimeter in fromthe distal edge and rock
it back and forth and free it up fromthe bed that it has
been sitting in for six nonths or a year or so. Then, as
you pull init, it functions like a Chinese finger. It wll
decrease in dianeter and el ongate.

Then you can pull the device out to the sheath of
the resectoscope without injuring the external sphincter or
the urethra and the device can cone out intact as shown in
this slide.

[ Slides.]

Wth regard to deaths of the patients
participating in our random zed and open-| abel studies, 27
deat hs have occurred for a death rate of 19 percent. As you
can see in these two slides, there are a variety of reasons
why these individuals have died. | would say that there are
no absolutely direct stent-related deaths in this group.

A whol e variety of reasons exist and they are

shown here on these two sli des.
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[ SIides.]

Wth regard to success, how well does this device
do for relieving obstruction due to an enlarging prostate
gl and?

[ SIides.]

There are a variety of ways to nmake a success.
There is no absolute one way that one nust | ook at this
issue. We have |looked at it in a variety of ways. The
slide on the left | ooks at the issue of total synptom score.
The slide on the right |ooks at the issue of peak urinary
flow rate.

We are presenting here one-year data in the
magenta col or and two-year data in the blue color. W | ook
at it inthree different ways, patients getting at |east a
25 percent inprovenent, patients getting at |east a 50
percent inprovenent and patients getting at |least a 75
percent inprovenent.

In summary here of the synptom score data, we
could say that greater than 50 percent of the patients get
at | east a 50Epercent inprovement both at one-year follow up

and at two-year follow up.
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If we |ook at the peak urinary flowrate data in
the same way, patients getting at |east a 25 percent
i nprovenent, at |east a 50 percent inprovenent and at | east
a 75 percent inprovenent, we see simlar success rates. 43
to 45 percent of patients reported having at |east a 50
percent inprovenment in their peak urinary flow rate at one
and two-year follow up.

[ SIides.]

We al so | ooked at the data as conpared to TURP
froma random zed study. The nunbers are not |arge but we
are in the double digits at 14 for the UoLunme group and 13
for the TURP group. Again, if we conpare UroLune in nagenta
to TURP in blue, and | ook at the nunber of patients getting
at | east a 50 percent inprovenent, the data are quite
simlar and the p value is not statistically significantly
different.

If we ook at it with regard to the peak urinary
flowrate data, we again see a simlar situation where 57
percent of the patients report at |east a 50 percent
i nprovenent with the UroLunme Endoprosthesis and 85 percent

of the patients having at |east a 50 percent inprovenent who
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have undergone TURP

The difference here, also, was not statistically
significant although there is a trend with regard to peak
urinary flowrate where the TURP patients do slightly better
than the UroLune Endoprosthesis patients.

[ SIides.]

We al so conpared our data to the first nedication
that received approval for the treatnent of PBH in the
United States, Finasteride. W took the Finasteride data
froman article that appeared in the Septenber, 1996, issue
of Urol ogy where there was a netaanal ysis involving over
1300 patients. W conpared the Finasteride data with the
UroLune data and we | ooked at the situation at one-year
fol |l ow up.

We see that the inprovenent in total synptom score
on average i s about eight points with the U oLune
Endoprosthesis as conpared with 2.3 points for Finasteride.
We al so conpared the UoLune with the Finasteride data with
regard to the peak urinary flow rate and we see that the
mean i nprovenment with the UroLume Endoprosthesis was 4.7 ms

per second whereas wth Finasteride or Proscar, the nmean
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i nprovenent was 1.4 nls per second suggesting that the
UroLunme Endoprosthesis results in a significantly greater

i nprovenent in both total synptom score and peak flow rate
as conpared to what woul d be observed with Finasteride or
Proscar.

[ SIides.]

So, in conclusion, with regard to our North
American clinical trials involving an open-label study and a
random zed study where the UroLune Endoprosthesis was
conpared to TURP, | think it is fair to say that the
pl acenent of this device within the prostatic urethra is an
unconplicated procedure with mnimal difficulties.

It woul d appear that the UroLunme Endoprosthesis is
effective in relieving obstructive synptons for nmen who have
beni gn enl argenent known as beni gn prostatic hyperpl asi a.
The urethral urotheliumdoes cover the prosthesis conpletely
when the stent is in contact wwth the prostatic tissue and
this process can occur w thout adverse events to the
prostate gl and.

Al so based on our data and the experience in these

two studies, the U oLunme Endoprosthesis can be renoved
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endoscopically in a safe and effective manner w t hout

addi ti onal conplications.

[Slide.]

In summary, | would say that the UroLune

Endoprosthesis is an effective long-termt

reatnent that is

al so safe for the treatnent of obstructive benign

hyper pl asi a.

Thank you very nmuch for your tine.

| nt roducti on of Personnel

MR. GETLIN: Thank you, Dr. Qesterling.
[ SIide.]
At this time, | would like to introduce

individuals in addition to Dr. QCesterling available to

answer questions fromthe panel. Dr. Howard Epstein is

here. He is Chief of the Departnent of Urol ogy, Associate

Prof essor of Urol ogy, Departnent of Surgery, University of

Fl orida, Health Science Center.

Also here is Dr. Alfred Defalco,
of Urology, Chief, Division of Mnimally I
and Urol ogy at Harborvi ew Medi cal Center,

Urol ogy, University of Washi ngton.
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[ SIides.]

| ndi vi dual s avail abl e from Aneri can Medi cal
Systens are Di ane Burnside, Senior Cinical Research
Associ ate, Marta Cody, Biostatistician, and Lisa Pritchard,
Seni or Regul atory Affairs Specialist.

DR. MELMAN:  You don't have any ot her
presentations; is that correct?

MR, GETLIN: Correct.

DR. MELMAN: | would like to throw open to the
panel any questions that they nay have of Anerican Medi cal
Systens. So, before Dr. DiLoreto says we are fading out,
maybe | w il ask him-can you hear ne?

DR. D LORETG | can hear you fine, Arnold.

DR. MELMAN: Do you have a question that you woul d
like to ask?

DR. D LORETG | have sone questions or sone
issues | would like to just first clarify. | amthe really
only working urol ogi st.

DR. MELMAN: | don't understand that but we wll
tal k about it another tine.

DR DLORETG | would like to send ny regards to
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all there, especially Dr. Sadler.

The questions | had are really nore related to
probably what is going to end up occurring in the |abeling
venue. But | had sone questions and | wondered what the
conpany's response would be. A lot of it would be very
simlar to when we tal ked about the stricture stent.

One is the long-termissues of patients that are
going to be inplanted. Qbviously, there is a wi de spectrum
of ages of BPH, sone nen, obviously, in their late 40s, sone
not until their 90s, but in the younger nen, what the
potential is going to be or how the conpany is going to be
foll ow ng these patients that are going to be inplanted
possi bly ten, 15, even 20 years.

| ama little bit concerned about, again, the
encrustation issue, the failure rate. Cbviously, that may
have sonething to do with the technique and the direction
that occurred as far as how the unit was used initially.

| know there were a |ot of changes, | think 23, to
be accurate, of the nodifications in the protocol that
occurred during the course of the study. | amstil

concerned significantly about the hyperplastic responses,
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the issues of long-term the issues of when and where not to
include the irritative synptom group and how to excl ude
t hose when you are | ooking at putting these things in,
patients with transitional-cell carcinoma known, whether
t hat group shoul d be excl uded.

| would just like sone responses to those general
gquesti ons.

DR. MELMAN: Wbuld you like to respond? This
phase is really supposed to be about clarification of the--

DR. DLORETG | can hold those until later but
those are, basically, nmy questions. | was able to pretty
much hear everything that was going on in Dr. Qesterling s
present ati on.

DR. MELMAN:  Why don't you respond now.

DR. DEFALCO W are going to set up a carousel of

slides here, Dr. DiLoreto. | will address the issue of
hyper pl asi a.
[ Slide.]

There are a couple of issues of |anguage | think
we need to address. It started out that when folks are

| ooki ng through the endoscope and evaluating their patients
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in follow up, they saw this tissue inside the [unmen of the
urethra and called it hyperplasia. Actually, hyperplasiais
a histol ogi c diagnosis not an endoscopi c one so we were
faced with a dilemma sort of right off the bat.

What | would like to do is bore you for a nonent
and go through sone of the aspects of true hyperpl asia
hi stologically and then address the issue, as we saw it, of
t he endoscopi c event.

This is normal urothelium It is a very
speci alized tissue, as you know. Usually, the nunber of
cell layers are five to seven but they can be up to ten or
12. The architecture is very precise. There is a |ayer of
epithelium a sub-epithelial |ayer and, of course, a |ayer
of lamna propria which contains fibrous tissue and,
obvi ously, bl ood vessels.

[Slide.]

There are varying degrees of hyperplasia. There
is sone evidence, at |east over the last 20 or 30 years,
t hat hyperplasia of urotheliumis actually a continuous
process rather than each classification or sone

classification being a de novo event.
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It appears as though the first stage of true
epithelial hyperplasia is just a thickening or a
hyper pl astic response of the urothelium the epithelial
| ayer or the transitional-cell layer, so that it becones
nmore thick. The nunber of cells graduating out fromthe
basenent nenbrane increases in size and in nunber so there
may be up to 15 to 25 cell-thick responses to a nunber and
to a variety of stimulations.

Qoviously, infection is one, but there are a
nunber of events which occur which are benign in character
in which the epitheliumor urothelium | should say nore
properly, becones thickened. This is an exanple of benign
hyper pl asi a response with no antecedent event in a
patient--this is in the prostatic urethra--with no evidence
of previous infection.

DR DLORETG I'msorry; could you speak up just
alittle bit. | ammssing a few bits of this.

DR. DEFALCO The first slide denonstrates the
t hi ckening of the urotheliumin a patient wth no antecedent
events such as infection or trauma. This patient had a TUR

and had chronic benign prostatic hyperplasia. Again, there
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is no atypia. The architecture is relatively maintained in
this patient except for the thickening of the urothelium

[Slide.]

The next slide is possibly the next event or next
stage in true hyperplasia of the urotheliumw th the
formati on of buds or nests of epithelial cells, again of
m nimal or no atypia. These are Von Brun's nests snuggl ed
underneath the | ayer of urothelium

DR. MELMAN:  You are tal king about bl adder here,
not prostate.

DR. DEFALCO This is actually anywhere in the
urot helium anywhere fromthe renal pelvis to the bl adder
and in the urethra. Al of these have been reported.

[Slide.]

The next slide, again, shows a patient with cystic
changes. Again, these can occur--this particular one is
actual ly taken fromthe bl adder neck. It shows cystic
changes probably emanating or evolving fromVon Brun's
nests.

[Slide.]

The next one is a patient--again, this is taken
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fromthe bl adder neck of cystitis, urethritis glandularis.
The first reported case of this actually in the urethra was
in 1974, so it does occur throughout the urinary tract and
it can also occur in the renal pelvis.

| think, in conclusion, we can say that true
hyperpl astic response has a series of steps. The
urothelium again, can present in a variety of fornms. There
seens to be sone stepw se progression fromsinple
hyper pl asia, epithelial thickening to the formation of
col oni zation, actually, of the epithelium

There are a nunber of studies which have failed to
show any significant evidence for progression to malignancy
wi th hyperplasia. O ten, one can see these changes in
pati ents who have carcinoma, but there really is no evidence
that they progress to a malignant state.

[Slide.]

This is a slide of one of the patients who
approximately six to eight nonths after having a stent
pl aced has the designation, "hyperplastic response,” but
this is an endoscopic finding. Wat we see here is the

pseudopol ypl oid villus changes in the urothelium
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[Slide.]

Agai n, a nore close-up photograph of that sane
area where we see this opal escent, edematous reaction in the
urotheliumw th sone henorrhage in the basal portion of the
pseudopol ypl oi d projection of urothelium

[Slide.]

However, when we | ook at this under the
m croscope, we see sonmething which is very, very dissimlar
to what we have been tal king about with regard to
hyperpl asia, and that is we see a very orderly construction
of the pseudopol yploid area or projection with orderly
epithelium There is no atypia. There is preservation of
architecture.

Agai n, we see an edematous |lam na propria with
sone hypervascul ari zati on.

[Slide.]

Again, this is a very simlar--again, taken from
the sane patient. This is actually TUR tissue. This
patient had the stent renoved because of irritative
synptoms. This is TUR tissue which essentially shows the

same type of response.
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[Slide.]

This is a patient who had a stent in for two
years, a little over two years. As you can see, we are just
in front of the verunontanum here. There are stent wires
whi ch are projecting fromthe prostate. This prostate grew
at an alarmng rate over a period of tinme and obstructed
this patient proxinmal and distal to the stent primarily.

But, again, you can see the wires are exposed in the
prostatic urethra. There is no evidence for encrustation
her e.

There are small areas of the so-called
pseudopol ypl oi d reaction throughout this patient's prostatic
urethra.

[Slide.]

Agai n, what we see here is a conpressed |unen with
the wires in place, all covered, and a very orderly
architecture of edematous urotheliumover the wres adjacent
to the | unen.

[Slide.]

This is just a nore hi gh-power view of the sane

thing, again with preservation of architecture and no atypia
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and, again, a situation which is a urothelial response which
is not hyperplastic in nature if one is using the common
hi st ol ogi ¢ di agnosi s of hyperpl asi a.

[Slide.]

We have sone animal studies. Again, this is a
sheep urethra after placenent of the stent for about three
months. As you can see, there is, again, preservation of
architecture, normal epithelium W do see, | think quite
interestingly, that the wires have now becone fully covered
Wi th urotheliumat the present tine and actually are in
contact with the urethral |unen.

[Slide.]

This is just a high-power view of the sanme ani nmal
at three nonths. Again, you can see the simlarities
between this experinental animal and the human. They are
al nost identical.

[Slide.]

At one nonth, again, you see a nuch nore orderly
progression and regression, if you wll, of the polyploid
response. The wires are now covered and, again, there is

preservation of the architecture of the epitheliumand no
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evidence for atypia at one year in this experinental aninal.

Thank you.

DR. MELMAN: Coul d you answer the question in
terms of the I abeling whether this should be used in people
who, for exanple, have carcinoma in situ of the bl adder, or
pol ypl oid tunors of the bladder, because then there woul d be
this free egress of urine anyhow into the prostatic urethra.
But you woul d be holding the prostatic urethra open.

So is that a contraindication to the use of this
devi ce?

DR. DEFALCO Again, it wuld be difficult to
answer that question with the evidence that we have at the
present tinme. However, | think that if there is carcinom
in situ of the bladder, you are at risk at any point in tine
in devel oping a carci noma extension to the prostatic
urethra.

| am not sure that the stent, per se, because it
is covered, would be an additional risk fact. You wouldn't
be putting the patient, | don't think, in nore harms way in
t hat situation.

DR. MELMAN: But you didn't have any patients in
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t hat category.

DR. DEFALCO.  No; we did not.

DR. DILORETO | would just like to regress back a
bit to the hyperplasia issue. | amnot aware of any |ong,
long-term studies. Basically what we are tal king about
doing is generation of potential l[ong, |ong-term studies of
what happens in these changes given 20 years worth of
inplantation and irritation.

| heard, and it was sort of fading in and out,
sone issues concerning--1 believe what was nentioned was
cystitis glandularis and, at least fromny standpoint, and |
amsure fromthe urol ogi sts' standpoi nt, potential changes
that can occur with that.

| still ama bit concerned about the issue of,
again, short-term which could be five years or less is a |lot
different than 10, 15, 20 years of irritation from having
one of these things in. | amconcerned about that. | just
wondered i f anybody el se on the panel feels that way or the
conpany can respond to how that is going to be | ooked at and
what the ram fications of this are.

DR. MELMAN: W are going to hold that until a
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little bit later on.

DR Di LORETO  Ckay.

DR. MELMAN: Let ne ask if there are any other
guesti ons.

DR. BENNETT: The sane concerns that Bob had as
far as | abeling and how | ong.

DR JONES: | really think, fromwhat | read
concerning the UroLune prosthesis, it did very good. There
were some conplications but not too many. | never use them
O course, | never use them | always treated with Hytrin,
my patients, before | stopped practice.

DR. MELMAN: Do you have any question that you
would i ke clarified?

DR JONES: No.

MR GATLI NG  No.

DR. HUNTER: What is the actual force applied by
the stent to the wall of the prostate. Wuld you answer
that? Wat is the actual pounds per square inch or whatever
force, vis-a-vis--the opposite corollary of that woul d be
how much would it take to bend it or crush it. | don't

remenber that.
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M5. PRITCHARD: | am Lisa Pritchard wth Anerican
Medi cal Systens. W actually can't answer that question
because the force is dependent upon what its constrai ned
dianeter is within the prostate.

DR. DiLORETO WMary Jo, | amnot getting
everyt hing here.

DR. HUNTER I n other words, the nore you conpress
it, the nore pressure it takes to conpress it.

M5. PRITCHARD: | can show you the testing data
t hat we have that showed- -

DR. HUNTER: The reason | ask is on sone of the
phot om crographs that were displayed, there were sone
tubul ar structures conpressed. Do we know what those were?
Were those bl ood vessel s? Wre those ducts, BPH tissue, or
all of the above?

DR. DEFALCO These are beauti ful
phot om cr ogr aphs.

DR. HUNTER. Wbnderful. 1'msorry Robert can't
see them

DR. DEFALCO They are very, very exciting. The

structures that you see, the round, clear areas, are
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actually the areas of the stent wires thenselves. Those are
unassoci ated with infection and di sturbance of any
architecture at all. W don't see conpression of vessels.
We see m nimal conpression of the nmuscularis as well in the
deeper | ayers so there is probably very little conpression
of any tubular or ductular structures.

DR. HUNTER WAs there any attenpt to neasure
ej acul ati on vol une because all we know is that sone patients
reported retrograde ejaculation. But that could have been
conpression of the prostatic duct so that there was no
fluid. Was there any attenpt to nmeasure that? Do we have
any of that information?

DR. DI LORETO Mary Jo, | ammssing part of this.

DR. DEFALCO W do not have that information.

DR. HUNTER: My question was was there any attenpt
to measure the ejacul ation volunme changes because the
patients that describe retrograde ejacul ati on m ght have had
| ess volune and not really been retrograde ejaculation. And
does the stent keep the bl adder neck open?

DR. DEFALCO The stent does keep the bl adder neck

open probably by virtue of the nmechani sm of contiguous
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radial force. But when we | ook at these fol ks, we do not
see a large fusiformconfiguration. As | think Dr.
QCesterling showed you, there is a patent lunen all the way
to and i ncluding the bladder neck including those patients

who have had their stents placed proxinmal to the bl adder

neck.

DR. HUNTER: So the bl adder neck is maintained
open.

DR. DEFALCO It is maintai ned open.

DR. HUNTER  The urinary-retention group did not
seemto do quite as well in terns of their flow rates and

vol unes. Was that because the prostate was |arger or the
prostate configuration--it didn't appear that it was. Was
there a difference in configuration of the prostate or do
you think that the bl adders were not as conpliant or
oversi zed?

DR. DEFALCO | think that is correct. M
i npression and sensation is that the patients had a simlar
configuration, anatom c configuration, of their prostate but
they were ol der gentlenen and they had nore chronic

obstruction. | think they probably had sonme deconpensati on
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of bl adder detrusor function.

DR. HUNTER  Wul d you personally recommend
urodynam cs in patients before using this device?

DR. DEFALCO | personally would not. There are
two reasons. One, | think, is that we know that urodynam cs
do not always predict how a bladder is going to do after
deconpression. Also, there is a wde variety of patterns in
the patients that we have exam ned who have prostatic
hyper pl asi a and chroni c obstructi on.

DR JETER | just had a concern about the |ack of
follow up on these patients. As | look at it, as | read it,
the two-year follow up, eight patients in each group have
m ssed their followup visits which would be 50 percent of
the TURP patients and 40 percent of the U oLune patients.

| can understand, perhaps, how they m ght not be
able to get there but I would think that there would have to
be a way to get to these patients to get the information for
fol |l ow up.

M5. BURNSI DE: Di ane Burnside from American
Medi cal Systens. When we first originally started these

studies, the follow up was only for one year. That is what
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was agreed upon. And then, as we were going along with the
study, the FDA did request that we extend that out annually
until we got PMA approval

So we went back to all of our institutions. They
went to their IRBs and we asked for additional follow ups
annually at that tinme. Then they had to go out to their
patients and request that they cone back in for follow up.
Those patients had all signed infornmed consents that asked

themto cone back just through one year

So the patients didn't feel obligated to cone back
to us and we did the best we could, and so did the doctors,
totry to get themto cone back in. But they only signed up
for the study for one year. So we were able to get sone of
themto cone back in but we were unable to get all of them
to return for follow up after the one-year visit.

DR. SADLER. | have a few questions that | would
like to ask. One is the inplication has been that this is
essentially a permanent inplantation of a foreign body in
the urethra to dilate it. Yet, 73 percent of the subjects

exhi bited hyperplasia through the interstices in this thing.
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It strikes nme that it is not illogical to presune that they
woul d eventual |y grow enough tissue through these openings
to close the urethra down agai n.

At four years, you don't have evidence that this
is significantly happening, but there is significant
hyperplasia there and it seens to ne that an organ that is
hyperplastic and wwth the stinulation of a foreign body, we
are likely to see nore overgromh and, ultinmately, sonme
occl usi on.

| would |ike your thoughts on that.

DR. OESTERLI NG Wen you | ook at these patients
all the way out to four years, the maxi numresponse is
usual |y observed at six to 12 nonths. Then, after that, the
response calnms down. It settles down and then when you
foll ow these patients out to three and four years--

DR. DLORETG Can | have Dr. Qesterling speak up,
pl ease.

DR. OESTERLING This is Joseph Qesterling
speaking. | amanswering the question dealing w th whether
or not there is a likelihood that these prostatic urethras

can reobstruct fromthis hyperplastic, as we have been
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calling it, overgrowh com ng through the interstices of the
devi ce.

My feeling about that is that is not likely to
happen. The reason that that is not likely to happen is
that we see the greatest response at about six nonths to
12Enmonths after the thing is placed in the prostatic
urethra. Then, when we follow these patients out further to
two, three, four years, the response cal ns down and we see
no further progression of it.

When we | ook at our patients, even the 73 that you
mention, the response that we have there in nost of themis
mld and noderate. It is not really severe at all. So,
later on, | think the response settles dowm and we have not
seen any evidence that it is going to pick up again and
becone nore severe with nore tinme. But, again, the follow
up is out to four years in these patients.

DR. SADLER: | would also |like to ask, as | | ook
at this and you contrast it with at TURP, | wonder what is
the procedure duration for placing a stent. Does it take
ten m nutes, an hour, two hours?

DR. CESTERLING That is a very good point. In

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666



at

general, it would take about ten mnutes to place a stent in
a prostatic urethra. That is substantially shorter than it
woul d take to do a TURP which is, on average, around 30

m nutes to 45 m nutes.

The ot her potential advantages of this device is
that you don't need an anesthetic whereas a TURP, by and
| arge, we do them under spinals or generals or occasionally
prostatic blocks. There is mninmal bleeding associated with
this device. You can place it, clearly, in debilitated nen
who woul d have coagul opat hies and so forth.

And the recovery period is non-significant because
you haven't done any incising and one has not done any
resecting. You sinply place the device, the prostatic
urethra is open and the patient can go hone at the end of
t he day.

DR. SADLER | noted that the mpjority of the
trial was carried out in five institutions. Do you have any
i nformati on on how many operators there were overall who
carried out the procedure? | amconcerned in that a
significant mnority were unsuccessful, were renoved, were

done over. | want to know how difficult this is to get it
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right.

DR. OESTERLING | will ask D ane Burnside to
comment on the exact nunber of investigators, but | can
comment on your latter concern, is it difficult to place the
stent in the prostatic urethra. 1In general, | think the
answer is no. There is clearly a learning curve and | think
we need to place five to ten of these devices to get
experience with it.

But after a urologist has place five to ten of
these, | think it can becone a very routine procedure. W
pl ace it endoscopically with the use of our cystoscope. Al
of us urologists are confortable with the cystoscope. W
are all confortable doing endoscopi c procedures in the
urethra. | think this is just one nore of these types of
procedur es.

But, clearly, | think, one needs to have sone
experience placing several of these before you just sinply
say it is a real routine, old-hat kind of thing to do.

DR. SADLER. There was only a very small nunber of
urinary-tract infections after the procedure and | thought

that was a very favorable thing. But | would |ike to know
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if those infections were able to be cleared. Since you have
a permanent foreign body in the urinary tract, | was afraid
that it m ght beconme col onized and that those few patients
who di d becone infected m ght remain infected.

DR. OESTERLING The data, as we presented it
here, relates to the bacteria in the urine and having a
positive culture. These patients were not synptomatic from
this infectious process and these infections or positive
urine cultures were cleared with appropriate antibiotic
therapy. They did not go on to becone chronic situations.

DR. SADLER: Ckay. Thank you

DR. OESTERLING As far as the investigators go, |
think we just had that slide up. Wile there were several
participating institutions, at several of the sites, there
were a couple of investigators. So | guess, here, at our
different sites, we had a total of--

M5. BURNSIDE: W had 18 institutions.

DR. OESTERLING How many did we have total,
Diane? It looks Iike there were a total of 20 investigators
at 13 sites in the open-label study and 8 sites in the

random zed st udy.
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DR. SADLER That tells ne how many investi gators.
It doesn't tell nme how nany associates or residents they had
who were al so carrying out the procedure which is an
i nportant question since the success rate was | ess than
100Epercent and the investigators are all experienced and
highly qualified urologists. | wonder whether it was their
finding an unsuccessful procedure or whether it was their
resident or their junior associate or just how many tines
this was carried out and how well it was done.

| am concerned that you have a procedure that,
while it appears superficially quite straightforward and
unconplicated, that that may be a problem that it |ooks too
easy and peopl e w thout experience nay do sone real damage.
This is a powerful wire that expands strongly and it is a
foreign body that lives in the patient.

DR. CESTERLING From my own experience, when |
participated in the study at the Mayo clinic, | placed al
of these devices in my own patients. | did not have
assistants or residents doing these procedures for ne. |
did themall.

As to what exactly went on at the other
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institutions, | do not know. Maybe Di ane Burnside or Howard

Epstein or soneone el se could comment on that.

DR, EPSTEIN. Good norning. | am Howard Epstein,
one of the other investigators. | can say that it is quite
straightforward and sinple to put in. | think that now,

especially since the stent has been out for a stricture
application, if anyone knows how to use the applicator, the
real judgnent cones fromwhere to place it.

That really will take, as Dr. Cesterling said, a
few cases to know where you should put it in the prostate,
just like where you should put it over a stricture. But it
is pretty straightforward.

| have shown, for exanple, residents howto do it
and they have picked it up quite sinply. So I think any
ur ol ogi st who has had some practice should be able to do it
wi t hout much probl em

DR. MELMAN: | have a few questions. One is that,
first of all, I think you are m xi ng appl es and oranges, and
that is that the hyperplasia that you are tal king about
is--this is transitional-cell hyperplasia of the nucosa, not

beni gn prostatic hyperplasia. It is two different
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hyper pl asi as.
So you are really not treating the BPH  You are

creating another type of hyperplasia that is a reaction to

t he stent.

| was a little surprised that half of the people
needed SP tubes. That is another procedure. | amjust
wonderi ng how you deci ded who needed an SP tube. It is not,

necessarily, a benign procedure. You can cause sone damage
withit. Tell us about that.

DR. OESTERLING Again, this is Joe Cesterling. |
think the reason we were on the safe side--again, many of
these SP tubes are placed early on in the studies related to
the fact that we were doing the procedure under general
anest hesia and under spinals, and we didn't want to pl ace
the catheter to the urethra.

So we just put a percutaneous suprapubic tube in
as they recovered fromtheir anesthetic or until they
denonstrated that they could really void well. So it was
nore in a prophylactic way than absolute requirenent. As we
did nore and nore of these procedures under |ocal anesthesia

only, or wwth sedation, the need for the suprapubic tubes
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decl i ned.

Also | think what can happen is that as you do
this procedure, you have your irrigant flowng in. |If you
are not careful, you can overdi stend the bl adder and produce
a hypotonic bl adder for 12 hours or 24 hours and so forth.
That can be a reason why the patient nay not be able to
urinate really well once this stent is placed.

But these suprapubic tubes are placed at the tine
the stent was put in and then left in for 12 hours, 24
hours, whatever, until the patient was able to urinate in a
free and easy way.

DR. MELMAN: So, today, if you were putting one in
under | ocal anesthesia, would you put a suprapubic tube in?

DR. OESTERLING | would not.

DR. MELMAN: A couple nore questions. The
prostatic urethra extends about 11 mllineters distal to the
verunontanum You are only putting it up to the
verunontanum and you are really not putting the stent into
about a third or less of the prostatic urethra. Yet you are
saying that the flow rates were pretty nuch normalized.

| don't understand how that is possible. Mybe
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you coul d explain that to ne.

DR. OESTERLING | think the whole ability to
urinate before and after TURP is not well understood even
today, either. M coment with that woul d be when we
routinely do a TURP, or at least | speak for nyself--

DR. DiLORETO Could I ask Joe to speak up a
little better, please.

DR. OESTERLING Yes. Wwen | do a TURP, | do not
resect out distal to the verunontanum So | don't think
that | ameffectively treating that tissue even with ny
TURP. | agree 100 percent with you that the veru is stil
sonme di stance fromthe apex of the prostate. |If one wanted
to be conplete with regard to treating the whole channel of
obstruction, you would want either your TURP, your stent, or
what ever you are doing, to go all the way out to the apex.

It probably is not necessary to get all the way
out to the apex and, if you do so, we probably would risk
sone degree of incontinence. So | think, as the data would
poi nt out, when we place this device fromthe bl adder neck
to the verunontanum we are able to achieve significant

i nprovenent with regard to the ability to urinate even

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E
Washi ngton, D.C. 20002
(202) 546-6666



at

t hough the tissue beyond the verunontanum di stally has not
been stented.

| amnot sure it is necessary to stent it.

DR. MELMAN. |If you are conparing TUR data, where
you don't cut out the tissue distal to the veru as opposed
to conparing it to data where you do a total prostatectony
where you do take the tissue, then you may find nuch |arger
differences in flowrate that you are not accounting for.

You didn't do it and so I am not asking you for
it, but when | do a TUR | cut the tissue distal to the
verumontanum | think it is a nore conplete procedure.

Let nme just ask another question. The way you
presented the data is not the way we treat patients; that
is, we don't recormmend a treatnment based upon the flow rate.
The type of treatnent we recomend is usually dependent upon
the size of the prostate and where the m ddl e | obe is.

In none of the data that you presented, did you
tal k about the efficacy of the treatnment for a person who
m ght have a 30-gram gl and from sonmeone who had a 70-gram
prostate. So what | would |like you to do, and maybe you

have done it, is conpare the efficacy dependent on gl and
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size, not upon flow rate, because that is really--when you
are presented with a patient, how are you going to decide
what treatnment to recomrend to that individual

DR. OESTERLING | think that is a good point.
Maybe while | amgetting a couple of slides together with
regard to that issue, let me just make a few comments. One,
the only restriction, in terns of size, is that the prostate
be greater than 2.5 centineters--2.5 centineters or greater.

Let's assune that you have a 5-centineter |ong
prostatic urethra. You can put multiple stents in if one
chose to do that. You can start at the bladder neck, put a
stent in, put the second stent inside the first one, put the
third stent inside the second one and go all the way out to

t he verunontanumif the patient chose this form of

treat nent.

[Slide.]

When | think about this device and how | woul d use
it if it achieves FDA approval, in ny own practice, would be

to present the prostatic stent as another mnimally invasive
treatnment option that we have available, |ike we have got

| aser prostatectony, we have got TU P, we have TUNA, we have
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Prostatron--we have a nunber of these things in conjunction
to our three nedications--and tal k about the pros and cons,
work together with the patient and, together as a team we
deci de whether or not he is going to choose a stent or not.

So | woul d probably present the device as an
alternative with our other treatnents we have available. |
think where it is ideally suited is for the debilitated
i ndi vidual who is in urinary retention and he doesn't have
the manual dexterity or doesn't want to go through
catheterization or you don't want to put himthrough the
TURP.

You can put a stent inin ten mnutes and he is on
his way honme afterwards. And he can urinate well.

As far as breaking the data down, in terns of size
of the prostate, | don't think that this slide here really
addresses that, how our flowrate and synptom data conpare
wi th 20-gram prostates versus 70-gram prostates or prostates
with a 3-centineter urethra versus a 5-centineter urethra.

Do we have that information?

M5. CODY: | am Marta Cody from Anerican Medi ca

Systens.
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[Slide.]

This is a slide sumrmarizing the regression we did
to see what baseline variables affected our efficacy
vari ables. W |ooked at total synptom score at one year,
obstructive score at one year, irritative score, peak-flow
and residual urine volune. And we |ooked at the effect of
age, prostate length, UTlI history, prostatic obstruction--

DR. D LORETG Mary Jo, | am m ssing sone of this.

DR. MELMAN: Pl ease speak a little | ouder.

M5. CODY: Medi an-1obe obstruction, trabecul ation
of the bl adder, prostate size and tool type.

This slide summari zes what variables affected the
out cone variables. For prostate size, it was not found to
be significant for any of the efficacy vari ables.

DR. MELMAN. What was the range of gland size of
the patient?

M5. CODY: Less than 40 or greater than 40 was
used for this analysis.

DR. MELMAN: Could you tell us how many were | ess
t han 40, how many were greater than 407?

M5. CODY: W will have to get that froma
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different slide.

[Slide.]

This is the distribution of prostate size anobng
the different groups.

DR. MELMAN. So nost of the prostates were |ess
than 40 grans, the overwhel m ng ngjority.

MS. CODY: Right.

DR. MELMAN: Are you going to show us the degree
of efficacy based on this now?

M5. CODY: Sure.

[Slide.]

First of all, we |ooked to see which factors
affected the efficacy variables and then we stratified by
those that were significant. Prostate size was not found to
be significant and so we did not do any stratification by
prostate size.

DR. JONES: You nentioned mddle | obe. That was
one of the conplications for mgration using the stent.

Joe, | didn't hear you nention anything about m ddle | obe.
When you cystoscope the patient and find the mddle | obe, do

you give himother options rather than the stent placenent?
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DR. OESTERLING Dr. Jones, that is a very good
point. Based on the experience that we acquired during
these two studies, if a person has a significant mddle
| obe, | do not think he is a good candidate for the stent.

DR. MELMAN:  Significant?

DR. OESTERLING Significant neaning that you see
a protrusion up into the bladder neck into the bladder. If
you can see that there is a well-defined nedian | obe
present, | do not think he is a candidate for the stent.

DR. MELMAN: 20 percent of the patients had m ddl e
| obes.

DR. OESTERLI NG Had sone degree of m ddle-I|obe.
We commented on it. Again, those patients were patients
that were involved in the first part of the open-I abel
study. The reason | do not feel that it is appropriate to
put a stent in a patient who has a significant nedian | obe
is that we are going to ask the stent to sort of depress
t hat nmedi an | obe down and stay out of the way of the bl adder
neck.

When that is occurring, the top part of the stent,

at the 12 o'clock position, will not get covered with
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epitheliumand then the device will be at risk for
encrustation.

DR. JONES: That's right.

DR. OESTERLING So | would say that in ny own

practice, if | have soneone who has got a significant nedian

| obe present, | would not place a stent in that individual.
DR. HUNTER: If | look at the data, | think a | ot
of failures occurred with bl adder-neck contractures. In

your indications and so forth, you are tal ki ng about using
this for treatnment of bl adder-neck contractures. Does this
wor k for bl adder-neck contractures in your opinion? | want
to hear fromall three of the doctors.

DR. OESTERLING Right now, this device has FDA
approval for the treatnment of benign recurrent bul bar
urethral strictures. W are now considering for the
treatment of benign prostatic hyperpl asi a.

I n conpassionate use, | have placed this device in
several patients with bl adder-neck contractures after a
radi cal prostatectony. |In those very few patients that the
devi ce has been placed, it has worked quite well. It has

been effective in dealing with these very difficult
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bl adder - neck contractures that nothing seens to work well
for.

But the experience has been in a conpassi onate
use. It has been very limted. That is all |I can comment
on at this point.

DR. JONES: Joe, do you get incrustation when you
put them at the bl adder neck because | think it extends a
littl e beyond the bl adder neck.

DR. OESTERLING In this situation that Dr. Hunter
brings up of a bl adder-neck contracture scenario, again, you
have to be precise with your placenent. 1In the three that |
was involved with, it just went right inside that
bl adder-neck contracture area. | did not allowit to extend
up into the bl adder.

Then, what | felt happened when | scoped these
peopl e subsequently is that this pseudopol yploid tissue
response exuberated a little bit over the ends of the device
right there at that bl adder-neck contracted area and the
devi ce was covered.

But | would not recomrend extending this device

into the bl adder. I woul d not.
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DR. EPSTEIN. | would have to echo what Dr.
Cesterling said. | have done one under conpassi onate use
and that patient had recurrent bl adder-neck contractures
froma radical prostatectony and it has worked out quite
well with him But | think that it does show prom se in
that application, again, as long as, again, the thing isn't
protruding way into the bladder, it is just right at the
contracture.

But that is a tough problemand | think that this
woul d be a good sol ution.

DR. DEFALCO. This is Dr. Defalco, again. CQur
experience wth conpassi onate use could nake a soap opera.
We had four patients that cane to us wth the nost dramatic
stories of debilitating conorbidity from having had a
radi cal prostatectony and radiation therapy, had been in and
out of the hospital on a weekly, sonetines al nost daily,
basis with obstruction and bl eedi ng.

We placed the stent, as Dr. QCesterling described,
just within the bladder neck and all of these patients,
every one of them have had a dramatic rel ease of

obstruction and synptomatol ogy and norbidity.
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DR. MELMAN. Thank you very nuch.

W will nowtake a five-mnute break, a
conpassi onat e break.

[ Break. ]

DR. MELMAN. We will now have at FDA presentation.

FDA Presentation
Overview of Cinical Studies

MR. SEILER Good norning. | amJimSeiler, the
| ead reviewer for the PMA suppl enent.

We are here today to discuss a new indication for
the UroLunme device, a netallic expandable stent originally
approved on May 6, 1996 for the indication of bul bar
urethral strictures.

[Slide.]

The new indication is for the treatnent of benign
prostatic hyperplasia, or BPH. Please note that this slide
reprints the indicated use as currently seen in the |abeling
but the sponsor has elected to drop bl adder-neck contracture
indication fromthe | abeling due to an insufficient nunber
of patients enrolled in the study with this condition.

No devi ce design issues need to be addressed
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because the UroLune is identical to the original device
i ncluding identical deploynent tools. Therefore, the PVA
focusses on the clinical study.

The information presented by Dr. Qesterling
accurately reflects the data in the PVMA supplement so | wll
focus on sonme of the issues encountered during review of the
PMA suppl enent .

There were several concerns identified with the
study design and the conduct of the study. First, the
clinical data consisted of a non-random zed, baseline
controlled study and a random zed control |l ed study. The
random zed study was not conpl eted because of |ow patient
enroll ment which is attributed to patient unwillingness to
receive the TURP surgical treatnent when other |ess invasive
treatments were avail abl e.

Since no concl usions could be drawmn fromthis
i nconpl ete study, the data fromthe device-treated patients
were conbined with the non-random zed study to forma | arger
basel i ne controll ed study.

[Slide.]

The resul tant conbi ned dat abase consi sted of 146
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patients for safety anal yses but only 115 for effectiveness
anal yses since 31 patients were in urinary retention at
device insertion and, therefore, no neaningful baseline flow
or synptom data could be obtained fromthese patients.

Use of the baseline controlled study has its own
weaknesses in that the risks of such a study nust be
assessed w thout benefit of an active control. This type of
study design relies heavily on the physician's own
experiences and knowl edge of the literature on which to
eval uate the clinical results and conduct a risk/benefit
anal ysi s.

Anot her concern wth the study invol ved the uneven
distribution of patients at the investigational sites.

[Slide.]

For exanple, the non-random zed study was
conducted at 13 sites, 11 in the U S. and two in Canada.

But 60 percent of patients were enrolled at just four sites.
The random zed study was conducted at eight U S. sites but
75Epercent of patients were enrolled at just two sites.

Fortunately, the sponsor was able to provide a

satisfactory statistical justification to pool the patient
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data and, therefore, this was not an issue.

The conduct of the study al so included many
deviations fromthe study protocol regarding patient
sel ection, insertion procedures and patient eval uation.

Al t hough these deviations conplicated the anal yses, it was
determ ned that they did not inpact the results and hence
t hese patients could be included in the overall analyses.

[Slide.]

The effectiveness data clearly show i nprovenent in
uroflow. As you can see fromthis graph, pre-insertion peak
fl ow was approximately 9 ccs per second which increased to
approximately 14 ccs per second at 12 nonths.

[Slide.]

Thi s next graph denonstrates the inprovenent in
obstructive synptom score froma score of approximtely 10
before the device to a score of approximately 3 after it.

[Slide.]

The results for irritative synptomscore were |ess
dramatic than the obstructive synptomscore. This should be
expected given that the device is a foreign body.

Irritative synptons shoul d be consi dered when deci di ng
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whet her the stent is the best treatnent option for the
patient.

| will now discuss sone of the risks associ ated
wi th the device.

[Slide.]

Ri sks to the patient include hyperplastic tissue
response, incontinence, urethral pain, hematuria,
encrustations, mgration and device insertion and/or renoval
trauma. Hyperplastic tissue response which represents
tissue growh within the stent was 55.7 percent at
12Enmonths, the majority of which was classified as either
mld or noderate severity.

Al though this level of ingrowh is clearly of
concern, only four device renovals within two years were
attributed to hyperplastic ingrowh. Dr. Herrera, FDA's
medi cal officer, will elaborate nore on this matter during
hi s presentation.

| ncontinence i s another potential risk. The
overal|l data on incontinence as an adverse event indicates
60 percent of patients were incontinent prior to insertion

of the device and 45.8 percent were incontinent at 12
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nmonths. Only one device renoval was attributed to
i nconti nence.

Synpt om data whi ch conpares the patient's
i ncontinence pre-insertion and at 12 nonths provides a
clearer picture of this adverse event. These data indicate
that 57.5 percent of patients felt the sane, 21.8 percent
felt better and 20.7 felt that their incontinence was worse
at 12 nont hs.

The overall data on pain indicates that while
20Epercent of the patients experienced urethral pain prior
to the device, at one nonth, this rose to 43 percent but
then di mnished with increasing follow up and returned to
20Epercent at 12 nont hs.

Anot her nethod to consider with regard to pain
data is how the patient felt at 12 nonths conpared to
pre-insertion. This type of pain data indicated that 72.2
percent of patients felt the same, 14.4 percent felt better
and 13.4 percent felt worse pain at 12 nonths.

Hemat uri a, another expected adverse event fromthe
stent, was reported in 17 patients through the 12-nonth

follow up but only one of these patients required treatnent.
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22 cases of encrustations on the stent at the
bl adder neck were reported on the first 70 patients. This
decreased only two cases out of the remaining 76 patients
after the new nodified positioning instructions were
i npl ement ed, the purpose of which was to prevent any part of
the UroLunme fromprotruding into the bl adder neck

M gration after device insertion, an adverse event
unique to this nmethod of BPH treatnent, occurred in only
seven of the 146 patients enrolled of which five required
renoval .

[Slide.]

Based on 146 patients, 16 percent of patients had
their devices renoved at insertion nostly attributed to
positioni ng and devi ce-size errors. O these 23 renoval s
during the insertion procedure, 15 were replaced with
anot her stent and the remaining eight did not receive any
devi ce.

Renoval s after insertion, through all follow up,
were 16 percent. This table shows that 15 renoval s occurred
bef ore one year and 10 renovals after one year.

[Slide.]
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This next table lists the causes of device
renoval . Sexual function data were collected. However
t hese data were added to the protocol after the study was in
progress; hence, only approxi mately 35 percent of patients
were avail able to evaluate for sexual function

These limted results do not indicate a worsening
sexual functioning condition except for the incidence of
retrograde ejacul ati on which increased from O percent
pre-insertion to 28.1 percent by the by the 12-nonth fol |l ow
up.

Al t hough there were deficiencies with the study
desi gn and the conduct of the study, the data indicate that
the device is effective at increasing uroflow and inproving
obstructive synptons. However, there were specific risks
associated with this type of device that need to be | ooked
at very carefully when determ ning the appropriate patient
popul ati on and conducting the risk/benefit analysis.

Dr. Hector Herrera will now discuss a couple of
issues in nore detail and present the charges to the panel.

Clinical Issues and Charges to the Panel

DR. HERRERA: (Good norning. Due to unforeseen
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ci rcunstances, Dr. Jevtich, the clinical reviewer for the
PMA suppl enment, is unable to be here and I will be filling
in for him M nane is Hector Herrera. As is Dr. Jevtich
| amalso a urologist within the Urol ogi c Device Branch.

The previous speakers have done an excellent job.
| will be brief and only present a couple of issues that |
believe warrant further discussions. | will then close up
with the charges to the panel

[Slide.]

The first issue that | would Iike to discuss is
t he patient population. For the nost part, the recipients
of this device were of advanced age. Even though the
inclusion criteria start at age 45, only ten patients were
under the age of 60.

The nean age for non-retentive patients was 68
years and the nean age for retentive patients was 76 years.
The non-retentive patient popul ation was slightly ol der than
we have seen in other BPH studies.

[Slide.]

The follow ng table shows sonme of the inportant

pati ent denographics for this study. As you can see, a
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nunber of patients had a significant nedical history. Also
considering that 27 patients had died for reasons unrel ated
to the stent with the primary reason bei ng cardi ovascul ar,
lung and renal disease, this is not a younger, healthy group
of patients.

[Slide.]

Wuld i ke to nove to epithelialization of the
stent. Epithelialization after the placenent of the stent
is a natural reactive process of the prostatic urethra. It
was interesting to notice that this process was sonewhat
faster than the ones in the previous PVA study for urethral
stricture.

For the stricture study, at six nonth, 90 to
100Eper cent were covered in 68 percent of the patients. For
this study, the percentage increased to 87 percent of the
patients. This may be due to the fact that the stent was
used for the first tine in the lunen of an active gl and.

In the stricture study, as in all previous stent
applications, the stent was placed in the [unmen of a
relatively non-reacting body channel Iike the bile duct,

vascul ar channel or bul bar urethra.
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Wth this in mnd, | wuld like to nove on to
tissue ingrowh into the stent. Two devices were renoved
within the first six nonths due to hyperplasia. An
addi tional two devices were renoved by the second year of
foll ow up due to obstruction and/or irritation. Although
the patient nunbers drop off, out to three years, an
additional five patients had the device renoved for simlar
reasons; i.e., enlarged prostate, hyperplasia or
obstructi on.

To further elaborate on this, |let ne present one
case that was presented in the PMNA.

[Slide.]

This patient devel oped a rapid growh of prostatic
hyperplasia within two years post-insertion. Not only was
the gl and markedly enl arged conpared to the pre-insertion
assessnment of 40 granms versus 94 grans at renoval, but also
the prostatic tissue and the nucosa produced severe
obstruction. The patient underwent an open prostatectony.

[Slide.]

Two pat hol ogi cal exam nations of the adenoma

showed numerous small papillary structures protruding
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t hrough the fenestrations of the stent--you can see the
protrusions and the wires into the lunmen of the urethra.

[Slide.]

These m crographs illustrate well these changes.
As you can see, there is a significant anmount of
proliferative glandul ar dystroma, not only the epithelium
but the stroma protruding into the |unen.

In view of this being the only case having a
conpl ete biopsy of the adenona and the stent, one is
hard-pressed to draw any definite conclusions with respect
to device/tissue interaction. However, since 13 other cases
with simlar proliferations, two having carci noma and one
with atypia, were found on tissue renoved by TURP over the
limted course of the trial, one is justified to raise a
guestion as to what histol ogical process will take place
over a |longer period of tine.

In conclusion, the device is clearly an option for
non-surgi cal candi dates, patients needing i mediate relief,
patients in poor nedical health or very aged patients.
However, w thout an active control for conparison, the risk

of irritation, encrustation, tissue ingrowh and device
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renoval associated with inplanting a foreign body nust be
| ooked at very carefully when deciding on the appropriate
patient popul ation for this device.

Training on the accurate position of the stent is
needed to help mnimze sone of the risks.

| will now present the charges to the panel.

[Slide.]

The sponsor has proposed to indicate the device
for all men with PBH. The patients enrolled in the U oLune
study were approximately 70 years or five to ten years ol der
t han conparabl e BPH study cohorts with which we are
famliar. Do you believe that the inherent properties of
the UroLune and the clinical data support the current broad
indications or that a nore restrictive target population is
appropri ate?

No. 2: Based on the information available in the
PMA, do you believe that the benefits outweigh the risks for
t he patient popul ation as defi ned?

No. 3: Is the information in the physician
| abeling sufficient to optim ze patient selection, counsel

patients appropriately and provi de adequate instructions for
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use? If not, what additional information should be
provi ded. Please address the follow ng portion of the
| abeling with respect to accuracy and conpl et eness:
i ndi cations, contraindications, warnings, precautions, and a
summary of clinical results including adverse events.

No. 4. Does the draft patient |abeling provide
sufficient information to the patient so he can nmake an
i nformed choi ce whether or not to use the device? |Is the
i nformati on provided sufficiently conprehensive and
under standable to patients so that they can assess the risks
and benefits of this device versus other currently avail abl e
treatnment nodalities? If not, what additional information
shoul d be provi ded?

No. 5: If approval is recommended, are there
i ssues that need to be expanded upon or clarified in the
post - approval studies?

Thank you.

DR. MELMAN: Thank you, Dr. Herrera.

Panel Di scussion
VWhat | would like to do nowis to ask Dr. Robert

Di Loreto to lead off the panel discussion with his review of
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the information that was submtted. He was actually the
only primary reviewer of this.

Bob, | would |ike you to begin.

Primary Revi ewer

DR. DLORETG | amnot going to resunmarize the
t hi ngs that have been summarized nultiply already today and,
in fact, very well by both the FDA and the sponsor.
Basically, in summary, though, it is a stent simlar to the
stent that we approved | ast year for stricture disease that
was being purported for use in patients wth BPH.

The study cohort inclusion and exclusion criteria
everyone has in front of them Basically patients ol der
than 45 having |low urinary synptons in need for sone sort of
intervention with acceptable risk of anaesthesia were the
popul ati on that was | ooked at, the hypothesis being, again,
the ease and reliability of the use of this stent for BPH
that efficacy in changing the voiding synptons and voi di ng
function, the follow up and assessnent of the
epithelialization process and potential effects on the
U oLune device and, of course, the safety and efficacy.

Two study groups were | ooked at, random zed and
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non-random zed. The non-random zed was a total of 144
patients at 13 sites, again the three hypotheses being the

i ncreasing peak flow rate, decreased total synptom score and
decreased residual urine.

The random zed study was--and | will have to rely
on the FDA reviewers--1 believe not statistically
significant based on the nunbers that were present although
the patients in the study appeared to have adequate response
post-treatnent. Wth that in mnd, | think the issues
specifically relate to the charges to the panel that Dr.
Herrera has just presented.

These are issues that | brought up previously
concerning long-termsafety, patient age or selection for
i npl antation of this device, issues concerning
transitional-cell carcinoma, issues concerning irritative
synptonms and i ssues on how that patient population is
excl uded or shoul d be excluded frominplantation of the
devi ce and what needs to occur fromthe standpoint of
post - mar keti ng studi es.

Actually, Arnold, I will leave it at that and then

just open the floor up to the panel.
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DR. MELMAN:  Thank you.

Open Di scussi on

Wiy don't we start at the opposite direction.
wll ask Dr. Sadler to begin, if you have any comments.

DR. SADLER As one who spends his career on the
other end of the urinary tract, | think I have to be very
limted in ny coments about technique since | amas |ikely
to have this in my urethra as in ny hand. So, as a
potential patient, | don't see this as an appealing
alternative to everything else that is out there.

| do believe that when we are | ooking at a
popul ation of tens of mllions of growing prostates that the
experience wth | ess than 150 patients is not enough to give
us conpl ete confidence that we know what is going to happen.
So | do believe that there should be restrictions on its
use.

| think the kinds of restrictions inposed during
this study are reasonable. | think further that until nore
data is obtained, it probably should be restricted to
candi dates who are higher surgical risk and who are 60 years

or older. | think that would avoid doing sonething in a
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urinary tract that has 30 years to go and m ght have
mul tiple interventions required to correct sonething should
there be a problem

| would Iike to raise just a couple of questions
having to do with the docunents to go with the device. It
says a trained physician and suggests that he watch a video.
| would think that the urol ogi c surgeons on our panel would
think that that should be sonewhat nore restrictive.

| consider nyself a trained physician but | don't
think I should be placing these things. | also think that a
video is hardly sufficient training.

The patient brochure is deadly dull and
i nadequately informative. It needs to be rewitten in a
nore conversational way with color diagrans that happen to
have | abel s and | egends. It is not very infornmative and
pl aces too great a burden on the professionals taking care
of the patient to informand to docunent their information
to the patient. The manufacturer needs to provide a better
docunent .

DR. MELMAN. Let ne do it in a different way. |

am going to go through the five charges that we have. You
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have actual |y addressed sonme of them But let nme do the
first one. | wll repeat the charges and we will go around
the panel in that manner.

The sponsor has proposed to indicate the device
for all men with BPH.  The patients enrolled in the U oLune
study were approximately 70 or five to ten years ol der than
BPH study cohorts with which we are famliar. Do you
believe that the inherent properties of the U oLune and the
clinical data support the current broad indication or that a
nore restrictive target population is appropriate?

Let me cone back to you. You have al ready said
you thought 60 years of age or older. Do you have any ot her
comment s about the popul ati on?

DR. SADLER As | say, 60 years or older, or those
who are at higher operative risk since this is a shorter
procedure with | esser anesthesi a.

DR. MELMAN: Higher risk is very vague. | guess
we tend to want to make things nore vague so we are not too
restrictive, but that is still very vague.

DR. SADLER In that case, | will leave it to

t hose who have to do the operations to deci de whether to put
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it in or leave it out.

DR, JETER This is redundant, | know, but | just
feel conpelled as the consuner representative to support Dr.
Sadler but to issue a little bit nore of a passionate
concern. | just renenber when Eugene Bricker reintroduced
the Bricker loop for treatnent of patients w th bl adder
cancer and then it was generalized to young patients. Many
of those young patients who had ileal conduits went on to
renal failure and dialysis or death.

|, like Dr. Sadler, amvery concerned about
generalizing this to younger patients where there could be
20, 30 nore years where conplications could arise.

DR. MELMAN.  What woul d your reconmmendati on be?
What would you |like to do? W are at the point where we
want to make sone reconmendati ons.

DR JETER | would certainly go upward of 60,
nore to 70. But age is a relative thing. There are sone
very young 70-year-olds and there are sone very old
60-year-olds. | really think it has to do with the whol e
total condition of the patient.

DR MELMAN: But there are actuarial data that we
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know i n the popul ati on how | ong soneone who is 70 is
expected to live in our population.

Any ot her issues about this first charge?

DR. D LORETG Arnold, can | junp in here?

DR. MELMAN: Al right.

DR. DI LORETO | concur with both Katherine and
Dr. Sadler that age is, obviously, a variable variable. W
could split the difference between the two, but | do think
that sonmething has to be nentioned along the lines that this
particul ar group of patients ought to be felt to be a poor
risk for standard surgical therapy.

That does not exclude any other forns of

non-surgi cal therapy but that it be limted to that group of

x" age, whatever we decide, 60, 65 or 70 that are at poor
risk for standard surgical treatnments for prostatic
hypertrophy.

DR. HUNTER  This is unusual for ne not to agree
wi th everyone but | don't agree with everyone. | have to
include into the mnutes--Howard Epstein and | know each

other fromthe University of Florida for nmany years. He

trained there and I asked hima question, and you may want

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666



at

to respond publicly for the forumso | don't paraphrase it
wWr ong.

But | said, "Who would you use this in?" And
Howard basically that he felt Iike he would use it in anyone
after appropriate discussion with the patient. A |lot of
what we do in life, at least as | get ol der--90 percent of
what | do is based on trust and about 10 percent based on
i nformati on because it is hard to read statistics and
i nformati on, although, when things hit the fan, you have to
go back to data.

Usually, | amvery restrictive but, in this case,
| am having some synptons so | wouldn't want it to be
restrictive. | think that the data shows that this device
was used when the prostatic urethra was greater than
2.5Ecentineters, when the gland was noderately snall,
40Egrans or |ess, when the patient was over 48--1 believe it
was 48--years old, when there wasn't a significant nedi an
| obe, when there weren't irritative synptons and when there
wasn't really a bl adder-neck contracture or incontinence, it
hel ped the patient's synptons and it did a pretty good job.

So | think that it should be approved for that.
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The caveat is we have a small anount of data. W need to
foll ow because of the long-terminplications of the
transitional -cell mucosa and unknowns. So there needs to be
aregistry to protect the long-termand continue to foll ow
up for that data.

| amjust going to hit the other issues and then |
am t hrough, real quick, which is rare for me, also.
Training; | think that this is an easy device to use. |
think of the things that | have used and do and have had to
learn to do, | resent having to review a video and pay $400.
We did with Continent materials before.

| think that is ridiculous. | think a video and a
physi ci an-informati on brochure that | sign and goes back to
t he conpany and they have a registry that | have read that
and | feel confortable and I can do it, |I don't think I need
to see anything but a video. | don't think I am exception.
| think that | am probably the rule.

Howard nentioned about his residents, and | am
sure Joe and our other colleagues would echo that. But |
may be in the mnority there. So, basically, if you have

long-termfollow up, | think, with those restrictions, it

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666



at

woul d be fine and | don't see any problemw th this device.

DR. MELMAN: Dr. Sadler just comented to ne that
he thinks he would indicate it should be a urologist not a
trai ned physician. So would you agree to "trained
urol ogi st"?

DR. HUNTER  Yes. | would not say anything about
board-eligible or board-certified. But | think that you
shoul d be a urol ogist using this device, obviously. You
m ght extend that to "able to handle the conplications
associ ated with--"

DR. MELMAN: That woul d cone under "trained
urol ogi st."

DR. HUNTER MW only other question was how do you
have a registry and |long-termfollow up which we will answer
| ater, and where should this be done and is there any coding
and devel opnent and rei nbursenent being developed. | think
t he marketplace, long-term if this device doesn't kill
people, and | don't think it does, and it really doesn't
harm people, is that the marketplace will decide, long-term
how good the device is and whether it is used or not

commercially. Where should it be used and have we got codes
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and rei nbursenment for this?

DR. EPSTEIN. Howard Epstein speaking. Just to
echo what Pat had said. Basically, the first issue is where
would | use this stent. |In terns of any age restrictions or
whatever, | don't feel strongly about that. | feel that
this falls in the same |line as surgery. Any patient that |
woul d consider for a TUR or a TUNA, a surgical intervention,
| woul d consider the stent.

| think that we go by the synptom scores that cone
out by the federal guidelines. | think, obviously, if
soneone is 40 years old and they conme in with PBH types of
synptons, the first thing | would do is | would get a
urodynam c¢ study and | would do ot her workups because
sonmeone who is 40 is nuch less likely to have just
straightforward BPH t han possi bly sonething el se going on or
sone other treatnent that may be indicated |ike a
bl adder - neck i nci si on.

| do agree you need to follow these patients but
it is the sanme thing like putting in a penile prosthesis or
a breast inplant or anything like that; you should follow

t hose patients to make sure that they are okay.
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These are an ol der popul ation of patients in
general, not |ike, say, a stricture patient who could be 30
years old. So I don't think we are going to be tal king
about 30 years of follow up here in general.

In terns of where | would put this in, there is no
question that if you have cystoscopic facilities in your
office, you can do this in your office. This is not a
hospital procedure. You don't even, necessarily, have to do
it in an outpatient facility although that would be anot her
pl ace.

But this, again, just |like the TUNA is easier and
it can be done in five, ten mnutes in your office under the
right conditions.

DR. HUNTER: Fine with ne.

DR. MELMAN: Thank you, Dr. Epstein

DR. JONES: | certainly agree with those that have
previously spoken. But | do agree with Dr. Hunter. You
certainly have to determ ne age and your findings of that
patient's prostate. Those are the major factors that needed
to be done. Even age doesn't always tell us who has the

| arge prostate and | agree wth that.
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DR. BENNETT: | really don't think age is an
issue. | would elimnate that because | think it woul d box
a urologist into sonething that they don't really want to be
boxed in. | think the issue is non-surgical candidates or
patients who refuse surgical therapy. | think that is the
critical issue.

Anot her point is the ease of renoval of this
devi ce which hasn't been tal ked about that nuch is
essentially what you were going to anyway, which is a TUR
| think that needs to be considered because it is not a
difficult device to take out. You just sinply resect the
mucosa or clasp the nucosa and take the device out with a
grasping forceps, and then you perform what you were going
to do in the first place.

So if you think about that, then maybe there
shoul d be no restrictions at all on who gets the device and
then we are backing what Howard has said. But the age
issue, | think, is not an issue. And the other reason the
age issue is not an issue is that urologists understand and
today they talk to their patients about all kinds of
opti ons.
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| think it will just box the doctor into a corner.

DR. MELMAN: | have a little different phil osophy.
| think as the advisory panel, we want to be able to say
that we know that the placenent of this device is safe if it
is put in at age 45 and you are going to live 30 years.
don't think we can say that because we don't know what the
30-year data is. So that is a problem

DR. BENNETT: The problemthere, Arnold, is really
the material. It is an unusual material. It has five or
six nmetals init. | assune when you approved it, and | was
not on the panel nor saw the information on the netals-
corrosion testing and whatever on the original material,
that that has been dealt with. A lot of these materials are
in vascular stents and stents that are used in other
applications which stay in forever, also.

That is a different issue when you tal k about - -

DR. D LORETG Arnold, I amm ssing sone of this.

DR. BENNETT: W are just tal king about what
happens at year ten. | think that that is a materials
i ssue, and what happens to these five or six netals at

greater then five years. W have seen sone nice pictures
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that go out a couple of years and there is very little
inflammatory reaction around the material, itself.

DR. D LORETG But, again, there are not any
| ong-term data, experinental or not, to find out exactly
what that is. Arnold s comment that the study really is
based on an ol der popul ati on group, not the younger
popul ati on group, naybe that can be resolved with
post - marketing surveillance which the conpany, obviously,
has been very good at in the past.

But, again, | think that we have to deci de based
on the data in front of us and the bulk of that data is an
ol der-age popul ati on group.

DR. OESTERLING Joe Cesterling speaking. The
only two additional comments that | m ght nmake woul d be one,
t hat about 45 to 47 percent of the patients in our study
group were under the age of 70 so we do have a fair
popul ation of |less than 70 years of age. The second thing,
if | remenber correctly when we had approval for the
stricture application, the age imt was 30 years.

So we went way down for putting this exact sane

device in for the stricture application, in fact all the way
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DR. MELMAN: But with the urethral strictures, the
options were nore limted than they are for this treatnent.
| amnot sure that this shouldn't be done in |abeling, and
kind of just let the buyer beware, the patient be told what
the long-termfollow up are and then they can deci de.

The other thing is that I amnot sure that this
should be put in in the presence of a transitional-cel
carci noma of the bl adder when you get these polyploid
extrusions that | think mght be very difficult to
differentiate froma new tunor. | think that should be a
restriction until we have nore information so that people
who have bl adder tunors or CI'S of the bladder, this device

shoul d not be put in those patients.

DR. BENNETT: | would concur.
DR. HUNTER | agree.
DR SADLER: | agree.

DR. MELMAN: The other was that the AMS, itself,
t hrough their experts, said that this device wasn't any
better in treating patients whose predom nant probl ens were

irritative synptons. In other words, there was no
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statistical difference in renoving the synptons of urgency,
frequency, nocturi a.

DR. HUNTER:  And inconti nence.

DR. MELMAN:  And incontinence. So | amnot sure
t hose synptons, by thensel ves, should be an indication for
putting in the device. You would like to speak to that
i ssue.

M5. BURNSI DE: Diane Burnside, AMS. | believe
what we said is that they were statistically significant but
| believe the physicians were saying they weren't sure how
clinically significant those changes were for irritative
synpt ons.

DR. MELMAN: Again, that m ght be handled in the
| abeling and that is that should be put in the [abeling. |
think the market will determ ne--urologists are not going to
put this device into people who primarily have urgency.
don't think we have to tell people they shouldn't, but--

DR. BENNETT: | think what you were sayi ng,
Arnold, is true for TURP, also. So the patients whose
primary irritative conplaints for TURP don't do as well as

t he patients who--
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DR. MELMAN: That's correct.

DR. SADLER As a non-urologist, | would say I
| ooked at the data and saw that it didn't nake incontinence
or irritation wrse. That, to ne, was as good as | could
have expected consi dering what they were doing.

DR. MELMAN:  You want to try and make it better.

A trained urologist wants to make it better.

DR. SADLER: A urologist will nmake it better but a
stent won't nmake it better.

DR. MELMAN: We will tal k about the
recommendations later. Nowlet's gotoitemno. 2 which is,
Based on the infornmation available in the PMA, do you
bel i eve that the benefits outweigh the risks for the patient
popul ati ons as defined? Dr. Bennett, would you like to

comrent on that?

DR. BENNETT: No comments. | would agree with
t hat .

DR. JONES: | do, too.

DR. HUNTER:  Yes.

DR, JETER No comments.

DR. SADLER: The popul ati on, as studi ed, not as
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defined. | don't know about the popul ati on as defi ned.
DR. MELMAN: So it is yes to the study popul ation.
No. 3. | don't think we have any objection to
that. |Is the information in the physicians |abeling
sufficient to optim ze patient selection, counsel patients
appropriately and provi de adequate instructions for use?
Pl ease address the follow ng portions of the |labeling with
respect to accuracy and conpl et eness: i ndications,
contrai ndi cati ons, warnings, precautions, and sumary of
clinical results including adverse events.

Dr. Bennett, you said you had sonme conments about

t his.

DR. BENNETT: | was not privy to the |abeling
because of ny position of industrial rep. So all | had was
a summary of the clinical material. So | amunable to

comment on that.

DR JONES: | really believe that patients should
have that type of information before they have this stent
put in or have the options for it, for other types of
opti ons.

DR. HUNTER: I think that the informati on could be
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inmproved. | do think that you definitely need to have it
and I would like to see the patient get sonething al so
before they could have the procedure.

DR. DLORETG Arnold, I'msorry. Are we talking
about 3 or 4?

DR MELMAN. 3.

DR. DLORETG So this is the physicians |abeling,
not the patient |abeling.

DR. HUNTER. Right. But | think the physicians
| abeling could be inproved. W can el aborate nuch, much
later but | think it needs to be inproved.

DR, JETER | do, too. | agree with that.

DR. SADLER: Yes. | thought it was inadequately
clear that the kind of exclusions that were used in this
study were recommended exclusions for patients to use it.
You have said that if they have a | arge nedian | obe it
doesn't seemto work very well. That is not really clear
fromthe warnings in the physician instructions--and | think
the simlar exclusions for malignancies and infections and
instrunmentation recently are valid.

Il will trust Pat and the other urologists
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judgnents as to what training and background i s needed.
do believe that it should specify the urologist should do
this and I think that the exclusionary criteria should be
explicit. | think the data is going to have to be
col | ect ed.

DR. DiLORETO | would concur. Again, being a
little bit nore specific assum ng we agreed on the
transitional -cell carcinoma group and al so enphasi zi ng- -
albeit | know the urologists won't do it, but enphasizing
the issue of the patients with irritative synptons. | don't
know if we canme to a final conclusion on Point 1 but,
obvi ously, patient age and whether or not this be
recomended to be used in patients that were consi dered poor
risks for formal surgical treatnent and, if we did do that,
that should be in there.

DR. MELMAN. We didn't decide about age. W are
di vi ded.

DR. D LORETG No; | mean whatever the final
decision is, obviously that needs to be placed in this
section.

DR. MELMAN: Let nme cone back to age since we seem
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to be--Dr. Jones, as the ol dest nenber of the panel, let ne
ask you to tal k about that.

DR. JONES: | have no comments about that right
Now.

DR. MELMAN: That is punting. | think we have to
make a deci sion.

DR. HUNTER |If you had to pick an age, what age
would it be?

DR. JONES: Oh; to pick an age?

DR HUNTER  Yes.

DR JONES: | would feel that if it is over 65,
and after you cystoscope, that should be the two major
things that need to be done to determ ne whether or not they
are going to need a stent or not.

DR. MELMAN. Can | infer fromthat that you would
not recommend the placenent of a stent in soneone who is

under 65 years of age today, until we have nore |ong-term

data. |Is that what you are sayi ng?
DR. JONES: | can't say that, but | never did. |
never did a stent. | said | always treated with Hytrin.

DR. MELMAN: Dr. Bennett, you would not put any
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age restrictions?

DR. BENNETT: | would not put any age
restrictions. You could have a 59-year-old man who needs a
stent or who is obstructed who has had five bypasses and is
in mld congestive failure and his |ife-expectancy is going
to two years and he will get the world of benefit out of a
stent. So | think you are putting the urologist and the
patient's physician in a box by putting an age on it.

DR. MELMAN: To the FDA, whoever wants to speak
for the FDA position, since there is no |long-termdata
beyond four years or five years, is it sufficient to put in
the |l abeling that the patient can read that there isn't that
and we shoul d consider that when considering having this
procedure done and leave it at that so we don't have to
recommend an age restriction.

MR. GATLING You have two issues here. One is
about the long-termdata and the other issue | hear is the
actual age when the device m ght be recommended for use. |
think that is sonmething that we need to get back fromthe
panel - -

DR. D LORETG Excuse ne. Speak up, please.
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MR. GATLING Ckay. Wat you need to do is | ook
at the age of the study popul ati on and deci de whet her you
can infer younger populations fromthat. |If you feel that
you don't have enough data at this particular point in tine,
you may want to have another study to | ook at that younger
popul ati on.

It would be good if you could give us sone
gui dance on the age group that you are thinking this is nore
appropriate in. It could be based on the study at this
point in tinme.

DR. MELMAN: | don't think that is what we are
saying. W are not saying that it is going to be |ess
ef ficacious in soneone who is younger. Wat we are saying
is that we don't know that in ten or fifteen years there nmay
not be conplications that are unanticipated that you can't
pi ck out now.

What Dr. Bennett is saying is, why should you
restrict it to someone who is 50 who has had 3 Ms, who has
di abetes, really couldn't tolerate an operation in whomit
woul d work. That is the conundrumthat we are--

DR. D LORETG Arnold, that could be covered by
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meki ng a statenent that we conme up with an age but that is
not the--the recomendation is patients above this age
and/or patients that have even less than this age nedi cal
condi tions that woul d preclude or nake conventional nobdes of
t herapy risky, and that that woul d then open the door for
that particular group that Dr. Bennett had nentioned to have
this particular product inserted. You don't have to limt
it just based--

DR. BENNETT: Another way to look at it would be
to say for patients whose |ife expectancy is not expected to
exceed five years. That is another way of |ooking at it and
forgetting about the age issue.

MR. GATLING  Another way you can do it, and how
we have done things in the past, is you, basically, present
in the | abeling the kinds of study results that were
obtained in the actual study and just say that we don't
real ly know what the long-termeffects wll be.

DR. MELMAN: That is what | asking, if that would
be- -

MR. GATLING Yes; you can do that.

DR. DILORETO I'msorry; | didn't hear, Bob.
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MR. GATLING Basically, what you can do in the
| abeling is that you can indicate the type of information
that was actually collected in the clinical study and, if
you have ot her concerns that you don't really know the
answer, just say that, that we don't know about the
long-termeffects or we don't know about - -

DR. D LORETG | think that woul d be reasonabl e.

DR. SADLER M point is sinply that if you say
this should not ordinarily be used in soneone under 60 years
of age, their insurance is still going to pay for it if they
are 58. The urologists are going to use it where they want
to. There is no reason not to recomend that because the
data is not there that this would ordinarily be used in
peopl e ol der.

| don't see it as sonething that ought to be
absolute. | agree with Dr. Bennett that you should not put
a doctor in a box where he can't get out, he doesn't have
any options. But | think that the information should be
explicit, that we have short follow up on a small nunber of
patients and the | ong-term prospects are unknown.

| think we have to say they are unknown. W are
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putting a foreign body into the urinary tract indefinitely
and we don't really know what is going to happen. | have no
expectation that sone catastrophe is going to foll ow doi ng
this but I have no confidence on which to say that except
just a guess fromny know edge of materials and procedures.
But | have great reservations about putting foreign bodies
into people and | think this is putting one into an area

t hat does have sone liability for infection, particularly

wi th peopl e who have prostate di sease and who have had
partial obstruction.

So | think that we have an obligation to say we
don't know and that we don't have a basis for recomrendi ng
its use in circunstances where there is a high |likelihood of
| ong experience. | don't want to put an absolute
restriction. | don't nean to say that. | nean to give very
explicit advice, however.

DR. MELMAN.  So you would not put a specific age
but that would be part of the labeling that woul d be
hi ghli ghted that both the patient and the physician woul d
| ook at?

DR. SADLER. | can't enphasize too strongly that
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we have data on fewer than 150 patients and only about 25 of
themgot to the four-year point. Mst of them the data
stops after about two years. And that is reasonable for a
study like this. But we can't infer fromthat data what is
going to happen when this is done on a half a mllion nen.

DR. MELMAN:. To be the devil's advocate, why not
say at this tine that you would restrict it to people who
are over 65 and do further outconme of |ong-termefficacy,

Wi th sonme exceptions.

DR. SADLER: | think that there needs to be an
opportunity for justification of exceptions. But when a
doct or does sonething and creates an exception, he has to be
accountable for that. He has to stand up for it. That is
all I amsaying. |If that is what we want to do by saying it
shoul d not be used in people under 60, then we could say
that. But | think that advising themexplicitly of the
reasons for that as a recommendati on puts the onus right
where it bel ongs, on the physician who nakes the deci sion
and I amw lling to accept that.

DR. MELMAN. So what | amtrying to get fromyou

is wuld you give an age limt? Wuld you say over 607?
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That is what you did in the begi nning.

DR. SADLER | think 60 is a reasonabl e boundary
for that recomendati on

DR. BENNETT: | think this is a very unusual
precedent. Except for pregnant wonen and children, | can't
t hink of any device that has been restricted to an age.
Having had a | ot of experience with CPT coding and rel ative
val ues, | can just see what is going to happen.

DR. MELMAN. M. Gatling pointed to his eye when
you said that.

DR. BENNETT: 1Is there? | amgoing to get
educat ed here.

DR. Di LORETO Howard, could you have Dr. Bennett

just restate that? | mssed that.
DR. BENNETT: | may not have to, Bob.
MR, GATLING This is Bob Gatling. | think the

main thing | have ever seen on age |limt had to do with
intraocul ar lenses, mainly. A lot of it had to do with one,
t he dataset that they have, plus the |ife expectancy of that
product .

DR. MELMAN: What has happened with that as there
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has been nore experience?

MR. GATLING As far as | know, there is still an
age limt on that.

DR. MELMAN. \What age was deci ded upon?

MR, GATLING | believe it is 60 years old. |
believe that is what it is.

DR DLORETG Didn't we put an age limt on the
wal | stent?

DR. MELMAN: | think it was over 30.

DR. BENNETT: That was nore related to the |ens
degr adi ng- -

DR DLORETG I'msorry; | ammssing that.

DR. BENNETT: Wasn't that nore related to the
material, knowl edge about the material, howlong it would
| ast as far as the eye?

DR. DILORETO No; if | renmenber correctly, |
t hought one of the main concerns at that panel neeting was
sonmet hing that we are di scussing today, which was, in fact,
the length of time that these inplantable products
potentially could be present, and that we | ooked at setting

an age threshold. Actually, | believe there was another
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t hreshol d saying that they had failed other nodes of
t her apy.

But the concern at that tine was the |long-term
effects of |eaving an inplantable device in, which | suspect
is the sane thing we are tal ki ng about right now.

DR. MELMAN: Let nme just go around the panel
again. | want people to get off the fence. Dr. Bennett, do
you want to have an age limt?

DR. BENNETT: No age.

DR JONES: | think it is the patient, that we
should find out, whatever his age is, the size of the
prostate that we need to put it in and any other
conplications the patient has. | think those are major
factors.

DR. MELMAN: So that is a no. | amtranslating
that as a no.

DR. HUNTER: In the past, we have taken the data
to use--at | east we have sone data on this age popul ati on.
So if | were to restrict age categories, | would do it based
on data that we have. | am45. | would |like to have the

age restriction lowered to 45. But the study was 45. 45 to
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50, | think, is a reasonable age. | don't think there is
any difference.

The long-termthing, we are going to identify and
keep. W are going to have sonebody follow five and ten
years out, some sort of registry. | don't think there is a
difference in a 45-year-old, ten years later, getting a
cancer and having a problem or sone serious problemthan
there is a 60-year-old guy when he is 75 having it.

He still has a bad problemso | don't think an age
restriction really protects people fromthat and | don't
think that is a reason to restrict it. W do have
30-year-old patients with these in themfor stricture
di sease.

The material, | think, of surgical clips and
surgical wires in people in their brains and other places,
this usually is covered. So I don't have a problemwth it.
| think if you want to do an age restriction, use what the
data has supported. [If you don't, then you don't need to.
Don't pick sonme arbitrary thing.

The long-termfollowup data should be either a

registry or sonething |ike we do always in our post-approval
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studies to follow out those bad things that m ght happen
t hat probably won't.

DR JETER | don't like to disagree with you. |
think that the age--it either ought to be life expectation
or it ought to be the age of those in the study, those who
wer e studi ed.

DR. SADLER: | still believe that it would be w se
to say patients should ordinarily be over 60. | believe
that a line can be put in to say that justification can be
provi ded for exceptions.

DR. DiLORETO Listening to both sides, | amstil

concerned. | would concur with Dr. Sadler and | eave the
opening for patients under that age. | amquite concerned,
t hough, still, that if you just open it up to over the age

of 45 that the onus is, hopefully, on responsible physicians
and that this would be put in not de novo; they failed other
nodes of therapy, can't take nedications or potentially
can't have an operative procedure.

But, unfortunately, past experiences have |led ne
to believe that, depending upon marketing and patient

information, et cetera, this could end up being a highly
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used and potentially abused node of therapy.

| would concur that we [imt it to 60 but then
| eave sonme wi de-open | anguage for the exceptions under that
and that could be devel oped with the panel's help and the
FDA personnel along with the conpany at sone ot her session
ot her than today.

DR. MELMAN. So there are two people who have
voted no age restriction, tw people who have voted to limt
it to the age that was used in the study, and two people who
have voted for an age-60 limtation. | amgoing to throw ny
vote in with that lot, with leaving it open so that people
who are younger who have nedical indications can use it,
which | think nmakes it pretty broad.

The fourth issue is, Does the draft |abeling
provide sufficient information to the patient so that he can
make an informed choice whether or not to use the device?

Is the informati on provided sufficiently conprehensive and
under st andable to patients so they can assess the risks and
benefits of this device versus other currently avail able
treatnment nodalities and, if not, what additi onal

i nformati on shoul d be provi ded?
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Dr. Jeter, | will ask you to address that first.

DR JETER. Thank you very nuch. | agree with Dr.
Sadler. The patient information leaflet as it is is not
acceptable. First of all, there is talk about a
medi cal -information card. | certainly think that if the
patient is not to be instrunented, then the patient ought to
be wearing a bracelet.

The wording is certainly not at the seventh grade
or belowlevel. It is way up in the college |evel.
certainly don't think that a great deal of wording needs to
be devoted to the insertion tool. A patient isn't given a
great deal of information about various scal pels, scopes and
other things in other procedures.

| think that is very confusing. A little bit of
information is fine but | don't think that needs to be
bel abored. | think there are things about bicycles and
horses and pain and that sort of thing that, if they are in
there, it needs to be nuch nore specific or the patient and
the patient's famly will becone very concerned.

It says, "Because physical manipul ation of the

UroLume Prosthesis may cause pain or novenent of the

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E
Washi ngton, D.C. 20002
(202) 546-6666



at

prost hesis, you should avoid appl yi ng unnecessary pressure
to the area where the prosthesis is located.” WlIl, that is
very confusing to a patient. Wen the prosthesis is inside
t he body, how could you apply pressure up there inside?

Are you tal king about behind the scrotun? The
patient wll not be able to understand inside the body and
outside the body. Certainly, there need to be a nunber of
illustrations. And then such things in the gl ossary of
ternms; a suprapubic catheter is described as a catheter
pl aced through the stomach. That is not acceptable. And
anesthesia is described as the loss of all sensation in a
specific area of the body.

A patient understands anesthesia as being put to
sl eep and not |losing all sensation. Sonebody needs to start
over again.

DR. SADLER In other words, Dr. Jeter and |
vol unteer to edit.

DR. MELMAN: | just wanted to clarify. AMS is not
suggesting that the patient can't be instrunented in the
future. It is just in the first few days after--

DR JETER But still, in all, this is sonething
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that they said could be done in the office, theoretically,
in the patient.

DR. MELMAN:  No; | nean, after the placenent of
the prosthesis they could then | ater undergo cystoscopy or
cat heter pl acenent.

DR, JETER | understand that. But what | am
saying is that even in that first nonth, if this is just a
short, unconplicated procedure as had been described, then
theoretically, the patient could fly off to New York or from
M chigan or from anypl ace else. There is a tine frame there
where | would think the patient would be vul nerable to ot her
accidents or illnesses in which it would not be a good tine

to instrument the patient.

DR. SADLER | think | have already said ny piece
about the patient information brochure. It just sinply
needs to be done over. It is insufficiently illustrated,

insufficiently conversational and not entirely accurate.

DR. HUNTER: | think they can edit it perfectly.
It does need to be changed. | would like to have the MS rep
provide me with a videotape and a little card saying that |

have been trained or have read it. | would like sone
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patient-information things that | can give to them one
page, preferably and then, if they want nore, they get it
sonmehow.

DR. MELMAN. As an aside, | have to say that nost
of the patient information booklets are in the box. They
cone along wth the box that you have in the operating room
That is all the conpanies. There has not really been an
effort to make sure we have those booklets in our offices.
At least, | don't have themand | suspect | am not al one.

| think the conpani es should nmake nore effort to
have those booklets sent to the practitioners.

DR. HUNTER: A patient video and a handout. |
really think that is inportant.

DR. SADLER: This is enough different from what
patients usually encounter that they need sonething that
illustrates it, too.

DR MELMAN: It is true for this and for other
devi ces, al so.

Dr. Jones, any other conmments?

DR. JONES: W mmjor comment is that we need to

know about a patient, what his problens are and his age, the
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size of the prostate. These are three points that | feel
that the patient needs to have.

DR. MELMAN: This is just about the
patient-information booklet, though. Do you have any
comments about, in addition to--

DR. JONES: | agree with Dr. Hunter, that they
ought to have a video and they ought to have a book.

DR. BENNETT: Dr. Bennett says he agrees.

Any ot her issues that anyone would like to
addr ess?

DR. SADLER Dr. Hunter has nmade the comment that
there should be a registry or sone sort of follow up. |
don't know whet her we want to specify what it should be or
whet her AMS should tell us what they have in mnd.
Qoviously, if they don't do it, soneone else may and it may
turn to their detrinment if they don't.

M5. PRITCHARD: Lisa Pritchard with Anerican
Medi cal Systens. What we would plan to do for this device
is the sane as what we do with our penile prostheses, the
artificial sphincter and the stricture application of the

UroLume, and that is, with all of our devices, we have a
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patient-information formthat is--

DR. DIiLORETO I'msorry; could you speak up,
pl ease.

M5. PRITCHARD: Certainly. W have a
patient-information formthat goes out with all of our
devices that is conpleted to provide us with information on
the patient, the device that they have received, so that we
can maintain a record of all patients, what they have got
and we are able to follow themthrough that systemthat has
wor ked quite well for us.

DR. SADLER: | don't think that is quite specific
enough. | really think that there ought to be a specific
programto contact people several years after this is done
so that data wll be acquired. You can do that by giving
Dr. Qesterling or sonebody a grant to do it, or you could
follow all your patients.

But whether it is a sanple or the popul ation at
| arge, | think sonmebody needs to acquire some | ong-term data
and it is in the conpany's interest to do that.

DR. CESTERLING | agree with what has been said

here in that we need to follow our patients in a careful way
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so that we know what is happening ten, fifteen years down
the road. Wat we have done with the patients who have
gotten this device for the stricture application is that we
are followng themfor a total of ten years.

They cone back every other year, or biannually,
and get a cystoscopic exam nation. Then, on the fifth year
after placenent, a biopsy is done. W all thought that that
was reasonabl e when we were tal king about the stricture
application. That situation is in progress and we are doi ng
our very best to get all those patients back inin a
conpl i ant way.

But, having said that, it is a bit difficult.

Many of these people don't want to be bothered. They don't
want to come back in. They don't want to be instrunented
again. But we are certainly doing the best we can.

DR. MELMAN: Any ot her coments?

DR. SADLER: No; | think my point is clear.

DR. MELMAN. W have to nmake a recommendati on
How woul d you like the registry to be done?

DR. HUNTER:  You have a patient database, so, at

five years and at ten years, you send them a post card and
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say, "Go see your doctor and have sonethi ng done," nunber
one. Nunber two, if they turn up in the enmergency room and
sonet hi ng happens, there nay be a way, indirectly, of
getting informati on back to the conpany as to the device
extruding, and so forth, like we do with inplants.

We know to send it back and contact the |ocal rep
and he gets it back to conpany. Qher than that, | don't
know how you woul d get long-termfollowup data. It is hard
to mandate. Patients nove and so forth and ol der patients
will die or nove to Florida and then I will have themall.

But | think a postcard notification at five and
ten years m ght be sonmething reasonable to do with device if
you are worried about |ong-termconplications. Like the car
deal ers do. They send you sonething in the mail. It is up
to you, then, to go get it fixed. |If you don't and you have
a weck, you can't sue them

DR. MELMAN: But that is not going to help the
|l ong-termdata collection. That is the problem | recently
had a patient who had had a coronary-artery bypass. He
presented to me a little plasticized card that actually had

a di agram of which vessels were operated on with the
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physi ci an's nane on the other side.

| think that is a good idea. That is sonething,
in fact, | was going to adopt for penile inplants.

DR. BENNETT: If you get a coronary stent, you get
alittle plastic card that goes in your back pocket that
says you have a coronary stent. For this, because the
urol ogi st who sees this patient three or four years |ater
and m ght have to do a TUR, | would certainly want to know
that that patient had a stent.

We don't all do X-rays on patients before TURs to
see this netal stent in there. So there has got to be sone
knowl edge that this patient has had a stent.

DR. MELMAN: One of the questions is whether we
shoul d make this a recommendati on.

DR. HUNTER | hate to say this, people aren't
cars, but like you do with the car thing, you take that to
your deal er, he exam nes you and he fills it out and he
sends it back in to the conpany. Then the conpany has sone
data. You may only get 10 percent hits or |ess using an
internet expression but that is better five- and ten-year

data than we have now.
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O herwi se, sonebody has to conme up with noney and
foll ow these patients at a study site sonewhere.

DR. DiLORETO Arnold, isn't there al so--naybe the
FDA peopl e can comment--a standard policy for adverse
effects or adverse outcones that requires sone sort of
reporting? | amnot sure exactly how it functions, but
could this not also be used in this avenue?

DR. MELMAN: During the study, there is an adverse
form But this is now-

DR. DLORETG No; | mean with post-marketing.
have seen in hospitals posted in the OR and ot her pl aces,
and | think there is an FDA bulletin that cones out with, in
it, a back page that physicians or healthcare workers can
fill out and send back. It is not specific to anything. It
is just in general for adverse outcones, adverse effects for
drugs or products. Sonehow, that elenent of a registry can
be tied into this.

MR. GATLING There are a couple of things here
that you can address. Wat you are referring to there is
t he MedWatch Programthat we have user experience and we can

get it back into our system
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DR. Di LORETO Bob, can you speak up?

MR, GATLING | amtrying to speak as |oud as
can. The MedWatch Programis avail able and that is what the
clinicians and the facilities use a lot for us. The
manuf act urers have anot her procedure which is the mandatory
device reporting and we get information back that way.

The other thing that you are asking about is the
| ong-term conplications which we don't know at this point
because we don't have the patients out there. W can foll ow
up, as you are saying, as a registry on the current patients
that were in the study. But, also, is there any information
that you actually want to collect prospectively, decide
ahead of tinme, on either the patients that were already
enrolled or in a small cohort?

That is sonething that we would |i ke to have from
the panel. | think that is question No. 5 on the charge as
to whether you want to actually have a study done to coll ect
that information or you just want to follow the patients is
sonething we really want to get from you.

DR. SADLER: Al 1 was going to say is if you do

what Dr. Hunter suggests, you nmake an assunption that those
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who don't answer are either doing fine and have no probl em
or they are dead, or you didn't reach them So you have a
skewed follow up. You don't have an appropriate sanpling
but you wll have sonething. | think that is reasonable.
think, in ternms of a prospective study with specific data,
that we don't need to burden the conpany with that.

If it turns out that this experience needs that,
there will be groups of urologists doing it.

DR. MELMAN: What about the recommendati on of
having a card supplied?

[Affirmati ve responses. |

DR. MELMAN: The question that Dr. Gatling asked
was a different one, and that is is there other information
that we feel we would |Iike that they haven't gathered or at
| east tal ked about gathering that we think is necessary with
this device?

M5. PRITCHARD: Lisa Pritchard, again. | would
just like to speak to your card idea. | would like to point
out that we do have that currently for the stricture
application and there was a draft of that in the | abeling

materials that we have submtted. The only exception with
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the cards that have been discussed is ours is paper, not
plastic. It is a nice, heavy paper.

DR. SADLER It should be a little wallet card.

DR. MELMAN: It should be a wallet card that has
pl asti c.

M5. PRRTCHARD: It is a wallet card. It is a very
heavy paper.

DR. MELMAN: Despite your reticence, we are going
to recoomend that it has vinyl on it.

Does anyone have anything el se that they feel
shoul d be done? |Is this enough? | think the answer to your
question is we think what was | ooked at was conplete. W
woul dn't recomend any ot her prospective study for this.

| guess only urinary cytol ogi es m ght be sonething
but I think we are not going to add that.

It is 12:30. W are going to take a 45-mnute
break. We will resune at a quarter after 1:00 and we w ||
conpl ete the session.

[ Wher eupon, at 12:30 p.m, the proceedi ngs were

recessed to be resuned at 1 o'clock p.m]

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E
Washi ngton, D.C. 20002
(202) 546-6666



at

AFTERNOON PROCEEDI NGS
[1: 20 p. m]

DR. MELMAN: Dr. DiLoreto was supposed to give the
summary but, because he is in Detroit, we have deci ded that
Il will just summarize what we deci ded about the five charges
to the panel

The first charge was that we think, as a group,
that this device, AVS UroLunme device, is indicated in nen
who suffer fromurinary-outlet obstruction and who have
prostates that are larger than 2.5 centineters in |ength,
who are nore than 60 years of age or in patients whose
nmedi cal condition precludes standard surgical therapy.

The device is not indicated in patients who have
| arge m ddle | obes or transitional-cell--that is,
urot helial --cancers or prostate cancers.

We believe that the benefits do outwei gh the
risks. W believe, in consultation with the conpany, that
both the information given to the physician and to the
patients has to be reworked, in terns of the draft |abeling.

We believe that there should be sone

post - approval --if we approve it, there should be studies
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that are done on the patients who have already been entered
into the study and that they should probably be foll owed
indefinitely as long as they survive and the conpany can
track them down, that at least in five and ten years after
pl acement of the device that the patients shoul d undergo
cystoscopy and col d-cup biopsy of the tissue that is in the
prostatic urethra in addition to the studies that have

al ready been done as part of entry into the study which
shoul d be conti nued.

Before we entertain a notion reconendi ng an
action on this PVA, Mary will rem nd the panel of our
responsibilities in review ng today's premnarket approval
application and of the voting options that are available to
us.

M5. CORNELIUS: Thank you, Dr. Mel man. Before you
vote on a recommendati on, please renenber that each PMA has
to stand on its own nerit. Your recommendation nust be
supported by data in the application or by publicly
avai |l abl e information. You may not consider information
fromother PMAs in reaching your decision.

Your recommendation may be one of the follow ng.
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You may recommend approval of the PMA.  You may reconmend
that the PMA be found approvabl e subject to specific
conditions such as resolution of clearly defined
deficiencies cited by you or the FDA staff.

Exanpl es coul d include resol ution of questions
concerni ng sone of the data or changes in the draft
| abeling. You may concl ude that the post-approval
requi renents should be inposed as a condition of approval.
These conditions may include a continuing eval uation of the
devi ce and the subm ssion of periodic reports.

| f you believe such recomendati ons are necessary,
t hen your recommendati on shoul d address the foll ow ng
points; the reason or purpose for the post-approval
requi renment, the nunber of patients to be evaluated and the
reports required to be submtted.

You may recommend that the PMA is not approvable.
O the five reasons that the Act specifics in Section
515(b)(2), Sections (A) through (E), three are applicable.
The data do not provide reasonabl e assurance that the device
is safe under the conditions of use prescribed, recommended

or suggested in the | abeling.
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To clarify the definition of safe, there is a
reasonabl e assurance that the device is safe when it can be
determ ned, based on valid scientific evidence, that the
probabl e benefits to health fromthe use of device for its
i ntended uses and conditions of use, when acconpani ed by
adequat e directions and warni ngs agai nst unsafe use,
out wei gh the probabl e risks.

The data do not provi de reasonabl e assurance that
the device is effective under the conditions of use
prescribed, recomended or suggested in the |abeling. The
definition of effectiveness is as follows: there is a
reasonabl e assurance that a device is effective when it can
be determ ned, based on valid scientific evidence, that in a
significant portion of the target popul ation, the use of the
device for its intended uses and conditions of use, when
acconpani ed by adequate directions for use and warni ngs
agai nst unsafe use, will provide clinically significant
results.

The PMA may be deni ed approval if, based on a fair
eval uation of all the material facts, the proposed | abeling

is fal se or m sl eading.
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| f you nmake a non-approvabl e recomendati on for
any of these stated reasons, we request that you identify
t he measures you believe are necessary or the steps that
shoul d be undertaken to place the application in an
approvable form This may include further research.

DR. MELMAN. W will now consider the panel's
report and recommendati ons concerning approval of the
UroLunme P920023, Supplenent 1, together with the reasons or
recommendations as required by Section 515, Part (c)(2), of
t he Act.

The underlying data supporting a recommendati on
consists of information and data set forth in the
application itself, the witten summari es prepared by the
FDA staff, the presentations nmade to the panel and the
di scussions held during the panel neeting which are set
forth in the transcript.

The recommendati on of the panel may be approval,
approval with conditions that are to be net by the
applicant, or denial of approval.

| would |ike to please have a notion

DR. SADLER | nove it be approved with
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condi tions, those conditions to be those outlined in your
summary at the beginning of this discussion. Those should
be on the indications and the nodification of the |abeling
to the physician and | abeling for the patient and
post - market follow up of patients, and | believe that that
shoul d i nclude 10 percent of patients, if possible, because
| expect this would be a | arge group of patients.

DR. MELMAN: 10 percent of the patients who then
have- -

DR. SADLER. Have follow up at five and ten years,
at no less than ten years.

DR. MELMAN. Do we have a second?

DR DLORETG | wll second.

DR. MELMAN.  So we have a recommendati on of
approval with conditions. The conditions are, again, that
this should be done in nen who have obstructive synptons,
urinary synptons, are over 60 years of age, unless they have
a nedi cal condition that precludes standard surgi cal
therapy. It is not indicated in patients with |large mddle
| obes or urethral prostatic cancers.

DR. HUNTER: What about urethras |ess than
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2. 5Ecentineters?

DR. MELMAN:  And urethras less than 2.5
centineters. W recommend, as just stated, that the
i nprovenent in both the | abeling done for physicians and for
patient in terns of--also, | would |ike to add that, as part
of the follow up, that the patients be supplied with a
vinyl -covered card that they could track around stating what
procedure they had, perhaps with the physician's nane and
AMS' s nane on one side.

In addition to that, we would reconmmend that the
patients who previously have been entered into the study be
followed for life, that they restudied at five and ten
years, wth the studies that have been previously done and
repeated, that they undergo cystoscopy at those two tines
when they have col d-cup biopsy of their prostatic urethral
epithelium and that at |east 10 percent of the patients who
undergo pl acenent over the next several years, that they
al so be followed five to ten years.

| guess it is tinme for a vote. WII| those voting
menbers in favor of approval wth the conditions that have

been outlined raise their hands?
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[ Show of hands. ]

DR. DILORETO MW hand is raised.

DR. MELMAN: So those approving are Dr. Jones, Dr.

Patrick Hunter, Dr. Katherine Jeter--

DR. JETER. No; | amnot a voting nenber.

DR. MELMAN. Dr. Sadler, Dr. Robert D Loreto and
myself. That is everyone. So this is a unaninous vote.

We recommended that the conditional approval--I
not going to repeat those again. Does anyone have any
guestions about the conditional approval?

M5. PRI TCHARD: Could we ask a question?

DR MELMAN:.  Sure.

M5. PRITCHARD: Lisa Pritchard with AMS, again.
W were just wondering if you could clarify the type of
follow up that you are | ooking for on those patients.

DR. MELMAN: The type of follow up? Basically,
woul d i ke you to do what you have already done; that is,
t he studi es that have been done in terns of synptom score,
urofl ows, the things that you have done already. But we
have added two additional features and that is five- and

ten-year cystoscopy and biopsy of the transitional
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epitheliumof the prostatic urethra. Everything else would
be the sane.

MS. BURNSI DE: What about the 10 percent that was
brought in? That was a question.

DR. SADLER | said that you should do this on
10Epercent of the patients know ng that you probably can't
track 90 percent of the patients for ten years.

M5. BURNSIDE: O our existing patients on study.

DR. SADLER | think that what we should say is
that your existing patients are too snall a popul ati on, that
this popul ation should certainly be no | ess than 1, 000
patients because you are probably going to have this device
installed in 100, 000.

MS. BURNSIDE: So what would you |ike tracked on
those, on that 10 percent patients?

DR. SADLER: W are principally concerned about
that five- and ten-year follow up, not so nuch about
internedi ate short-termfollow up, but to really see what
happens at five and ten years.

DR. JONES: One question. WIIl there be any other

studi es, random zed studi es, done on this issue for a |onger
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tinme?

DR. SADLER Not as the responsibility of conpany.
We haven't recommended that the conpany do it.

DR. MELMAN: \What random zed studi es?

DR. JONES: The sane study that has been done for
the four years that we have.

DR. MELMAN: No; | think we are just basically
asking themto continue what they got.

DR. JONES: Continue it on, sure. But | amjust
wondering if there would be any other studies.

DR. MELMAN: These are points of clarification.

We have al ready voted unani nously for this.

M5. BURNSIDE: | have one nore question.

DR. MELMAN:  Yes.

M5. BURNSIDE: That is 10 percent within a year of
those that are put on, or where does the 10 percent cone
fronf?

DR. HUNTER:  You want a nunber? Do you want to
just specify a nunber?

DR. SADLER W want ten-year follow up on a

m ni mum of 1,000 patients. Let's say it that way. Okay?
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And you can do that starting at whatever point you are able
to do that effectively. W knowthat it is going to be a
mnority of the people who receive the device.

DR. HUNTER At that five- and ten-year follow up,
you want a synptom score, a cystoscopy and bi opsy, those
three things; is that right?

DR. MELMAN: No. | think we just restricted it to

cyst oscopy- -

DR. HUNTER On the 1,000 patients.

DR. MELMAN:  Yes.

DR. HUNTER. No synptom scor es.

DR. MELMAN: The synptom scores weren't any
different.

DR. McINTYRE: WMark Mcintyre, Anmerican Medica
Systens. | would just like to follow up on the 1,000
patients. | wonder if you would find it acceptable if we

were to work out a--

DR. D LORETG  Mark, could you speak up. | can't
hear you.

DR. McINTYRE: Al right. | wonder if you would

find it acceptable if we were to work out a statistical
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sanple with the FDA in the follow ng period?

DR. SADLER: Certainly. | think any valid
scientific basis would be acceptable to the panel.

DR. MELMAN: | think that we were just concerned,
since are clarifying, that the nunbers were small and we
wanted to ensure, over an extended period of tine, there
were no adverse effects.

DR. D LORETG Arnold, | think that probably could
be handled in conmttee with the conpany and FDA
statisticians and representatives with the aid of selected
panel nenbers if they felt they needed to talk to us, but
that the specifics of what "n" is and what needs to be
| ooked at specifically could be decided | ater.

DR. MELMAN: W agree. Any other coments?

DR. HUNTER: | just wanted to clarify a coment in
t he discussion | made reference to. | talked to Dr. Howard
Epstein here at this neeting, just prior to the neeting, and
then | asked himthose sane questions during the neeting so
it would be part of the public record. | wanted to make
that clear that, in fact, | didn't even know he was going to

be here or didn't even know he was part of this study until
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today's neeting. | didn't want there to be any confusion
that | had any prior conceived notions and di scussions with
himat all. Just for the record. Thank you.

DR. MELMAN: Then this concludes the reported
recommendati ons of the panel on PMA P920023, Suppl enent 1.
On behalf of the FDA, | would like to thank the entire
panel .

The neeting is adjourned.

[ Wher eupon, at 1:40 p.m, the proceedi ngs were

adj our ned. ]
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